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a pharmaceutically permissible salt of the same and an ester or a derivative of the same. 
SOLUTION: The benzene ring compound is expressed by general formula (I) (wherein R1 
expresses an alkyi; R2 expresses a cycloalkyi, an aryl or the like; X expresses an ethynylene 
group or an arylene group; Y expresses 0, 1-6C alkylene or the like; n expresses 1-6 integer). 
The pharmaceutically allowable salt and the ester or other derivatives of the same are 
claimed. 
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-;<-f;P'<y:?;<^lx-y. 5 -;^^/l^'^y:?;'<f-vy, 
1, 1 -x^f-;i'Th7^^^y. 2. 2-i''p<f-;i'r 
h5;<-?-Uy, 3. 3-i/^f-/l/Th5^f-VyX{i 
4. 4-i'';<^;l'T-h5;^^L'yS<0J:d^^^l7!; 
S 6 (iOli^X{i^1$i[T;^^ yST'fc 0 . SFiitc 
(i, Ci-C47/^^py«-CifeO, iOifjifcli, 
-CsT/U^Wyai-C'^O, fttMcJS. hU;><^^ 

y»T'*s. 

[0027] ±iEi^+> Ycnmizm^h ^mm^^m 
14. ±ie rci-CeT/i'^wyaj ^^^KJSSf* 

-O- (CH2) J-. -O- {CH2) 3-. -o- 

(CH2)4-. -O- (CH2)5-. -O- (CH2)6 
-CH2-O-CH2-. -CH2-O- (CH2)2 

-CH2-O- (CH2) 3-^ -CH2-O- (CH 
2)4-. - (CH2) 2-O-CH2-, - (CH2) 2- 
O- (CH2) 2-, - (CH2) 2-0- (CH2)3-. 
- (CH2) 2-0- (CH2) 4-^ - (CH2) 3-0- 
CH2-. - (CH2) 3-0- (CHj) 2-, - (C 
Hj) 3-0- (CH2) 3-. - (CHj) 4-O-CH2 

- (CH2) 4-0- (CH2) 2-. - (CH2) 5- 
O-CH2-. -CH2-O-. - (CH2)2-0-. - 
(CH2) 3-O-. - (CH2) 4-O-. - (CH2) 5 
-0-XM- {CH2) 6-0-S:W-f*«TS)'3, fm 

C4r;^^^ya•C'^)'9, W»zWz\i^ 

0. iOifiltti. 5>i-o-CH2-s -o- (CH2) 
2-, -CH2-0-XW- (CH2) 2-o-$-*-rs« 

•CJ>0, StMtCJi, 5(:-CH2-0-X«4- (C 

[0028] ±iE5(:+. mmm3i<^^mzmh 
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[0029] ±iE^*. mmM3^(^m.\zm^ 
^yymscDv^jvms {4, mis ^mrD^^jvmi \,z 

/\uyyWi=f-ifmkLtzmi:7T^L^ mUi. V'}y)V^ 

nD;^f-;k y7"D*^^;k 7;pjro^-?-;K 2. 
2, 2-M;7;l/3roxf-;k 2, 2. 2-b'J^'on 
x^;K 2-7'n^:Xf-/k 2-:?'nnxf-;K 2-7 
;l/;i-nx^;k 2-3-Hxf-;K 3-:J'nnrotr 
;K 4-7;P>ro7'f-;K 6-3-h''s^i/;l^XJ42. 
2->''7'Ptxf-;l^<0J: o^r-'NO^rVC, -CgT/l'^ 

H«ci?jl{::«4, Any/Ci-C2r/P^/t^STS> 

[0030] ±iE^t|>, B«iS»Pa<OSg{;fc{tl. fjS 

i-\zm^Ltzmi^^L^ mx.\i^ > h^^/, xh^fi^. 

I j/, s-T'hdfi/^ t-T'hdri/. '^.yh^i/. AV^ 
yV^'y. 2-?^^)VyV^i/^ 1-X^;U7°P^^ 
V, 2-xf-;l^7°D;tf^>/. ^NjJ-'^yh^i', ^dfi/;l' 
*dri/, 4-^f-;P^yhdfi/. 3-^^;U'<yh^ 
v. 2-^^;l/^yhdrx. 3, 3->f^f-;l/7'b^ 
i/, 2, 2-v^^;P7^h^i/, 1. l-x^^;W7'h 
=*fi', 1. 2-y^^;W7'hdf>-^ 1, 3->'*^f•;^7' 
I hJf>'X«42. 3-x;^f-;l'7'h^>'a<7)j;3^:^SS[ 

1 6 ii<7)K^x(4^Siar;pn^ t'S> 0 . »ji 

W4, Ci-C4Tyl^3dfi/S-C*'5, S{C»ji{C{4. c 
[003 1 ] ±iS^4'. ^aSfacO^atCfcttl. 

iKr;i'jf;i'^*»j t4, juie ^m.7)v^ivmi tmn 
'fy7■^;^f-^. s-7'f-;i^^jr. t-y^;i.f-^, 

yf-;H-:t. y^yf-Zl^Jj-s 2-;X^/l/7'^/Uf- 

jf, :^>:t'<y^;pf-jj-. A.dfv;u^:t. A-y^i-)V^y 
f-)V^^^ s-^f-zp'^yf-zpf-:*. 2-^f-;i/'<yf- 

;H-3j-, 3, 3-j/^f-/P7'f-;Pf-:t. 2, 2-^/'^^ 

1 ;l/7"^;H-:t. 1. 1.2- 
i/Vf-;U7'f-;L'f-3r. 1, 3 ^/l'7'f-;l/^>1-X(4 
2 . 3 - ^^uy^/W^^^-aco J: 0 ^j:Mm. 1 6 
fliOi«iX{4:«-ft0[r;Pdf;H-;j-»T&Os #iiJcJ4. 
Ci-C4T;l-^;p^^«T'^'3. S{cM::{4. Ci- 
c 2 r;i-^;p^3j-a-C'J> O , at>ifii{=(4, 

[0032] ±iB5e*, KaSPaOSSItjsJtS Tflg 
aJilfti^TS^yP^ J (4. 7j<#Ki^X{46&ft^ L < t4^«S 

mm^m\^mmti^:fi)Vif^->vm\z^^Ltzmi^s 


>f;k ^^If/'f/k Ti^'Jo'f/K xy^>^}u^)V. 
n h y ^ /l/fic7) J; a =5:^1^ 1 m. 7 flKOil^XJi:})- 

[0033] ±iB{CfcV%T, R'^<r)%m\zmh rajft 

=y^uT)v^)vmi <Dmm.i. mm. 2-7 fvt^ 

<(i3-7;P:tni/^'D'^yf-;k 2-^t<{i3-:? 
nD*/^n'<yf-;k 2-, 3-^U<{i:4-7;l/^o 
v'^'n^^rj//!-. 2-, 3 -^L<{44 -^'oox^o 
2-, 3-^L<«44-7a^~^^OA.dfi/ 

;K 2-. 3-^L<l44-3-Hi/^n'^=5f>'/l'. 2 
-;><f-;l^x^'07°nhVl/. 2-xf-;l/i/^DrDtVl/. 

2- «t<{±3-^-?-;l^^/^n'<y^;W. 2-^L«4 
S-xf-yWi/^'n^yf-yK 2-. 3-^t<Ji4-^ 
f-;Pj/^'nA.df»/;K 2-, 3-^L-<{44-xf-;l'>/ 
^'nA,dfi/;i/, 2-hD7;l^:tn^^;Pi/^o7'otf 
;k 2-^U<{43-h'J7;l^5rD^f-;l.v^'n7'^ 
;k 2-^L<{43-hU7;P:tn^-?-;l/>/^'o'<yf- 
/l/, 2-, 3-^L<J44-h'j7/l/^u;<f-;Ui/^a 
^^i^/l-. 2-;< h^i/>':?o7"abVl', 2-St<{4 

3- ^h^^^>'^'o7'^;W, 2-mL<ii3-^h^i^ 
i^^n^yi-)U. 2-. 3-^L<{±4-p<h='ri/y^ 
n^dfix;K 2-. 3-l=L.<«44-xb^j/i/:?nA. 

2-. 3-^t<<±4-7-04^^$/>'^0'sdr 
i/^K 2-. 3-^L<{i4— ^yrD;K^i/«^^'nA. 
dfx/l-. 2-. 3-^t<{J4- (l-xf-;l^7-n^df 
i/) 2-, 3-^L<{i:4- (2-x 

f-;Wro4f^v) >':J'0^^i//K 2-tHo^i/y^' 
arot;K 2-^L.<{i3-hKodf>'>'^'n'<yf- 

2- , 3-^t<{44-hHo^>'>'^'o^df>' 
;K 2-*;P5;i^>'i?n7'phVK 2-^t<t43-* 
;l/5;i/i/^'o'><.yf-;K 2-, 3-^t<«4-*;PS 
;l/»/^D's.4f»/;U. 2-r-fe^;UJ/^'n7*uhVi/. 2- 
gL<{43-r•t^/^i/^D'^yf-;^. 2-, 3-^L. 
<{44-7-fe^;l'>'^o'sdri//K 2-2/7/ v^!' or 
at;k 2-^t<{43->'r/J/^'o'<y^;K 2 

3- ^L.<(44-vTyi/^5'DA.df5/;i., 2--h 
Dv^^'aT'ntr;!^, 2-^t<{43--hni/:?o^y 

2-. 3-^L.<t±4--hP2/^'n^df>';k 
2-, 3-St<{44-i/^'Q'Ndf>';l'i/^n'^=^f>/ 
;K 2-. 3-^L<(44-7x-;U>'^'0'\Jrv;l', 
3, A-l/y)ViCx:il/9u^^l/)V. 3. A-1/9UU 
l/^u^^l/lV^ 2, S-i/^hdfi/v'^'n's^x/k 
3. 4-i/^b^v'>'^'D^^>'yl^. 3. 
l/l/i'u^^l/lVX^tS, 4, 5-hiJ;<h^v>':?'0 

9uT)v^}vm mmssmi. f^\n*rym.=F. m.r)v 
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I.. ) t'j)^. M(i$FjiJc{4. \m.3mmm^fitziy 
9x37)\^^)v mwmmi. f^uyym^. c,-c47 

C6-C6i/^'or;^^;^« (g^smSJi. <a 

mm?. ;><^;l^S, h'J7;i/Jl-n;<f-;i/SSt^i/^'n'v 

7^)-)\^mimm^t. mm. 2-, 3-^t<ii 

4-7;U3j-o7x-;k 2-. 3-«t<JJ:4-^'nn 

7x-;P. 2-. 3-^L<{44-7'o^:7x-;k 2 
-. 3-^b<{44-3-H7x-;K 2-. 3-«U 
<{44-;^f-;l'7x-;K 2-. 3-^L<{44-x-f- 
;W7x-;K 2-. 3-^L<{44-7-ntVl/7x::i 
/l-, 2-, 3-^L<{44-7'f-;l'7x-;l'. 2-. 3 
-mL<\iA-'<^>^JVy x.~)V. 2-. 3-^L<t4 
4-hy7;l'3rn^^;l/7x-;l/. 2-. 3-^U<{4 
4-;><h^x7i:::;k 2-. 3-^L.<{i4-xhdf 
V7X-/P. 2-, 3-«t<{44-rn*'^i/7x- 
2-. 3-^t<(44— f y7'a,-K=Jf>'7x-;K 
2-, 3-^L<{44-7'hdfi/7x:::yK 2-. 3- 
^L<{44- (l-x^;l/7'o;K^2/) 7xn;i/. 2 
-. 3-«L<{i;4- (2-x-?-;i'ro,it^i/) 7x- 
;K 2-, 3-^L<{44-;><f-yP^*7x-;k 2 
-. 3-«L<<44-xf-;Pf-5f7x-;K 2-. 3- 
St<{44-tFndfJ/7x:i;l^. 2-. 3-^L<(4 
A—!t^lV$.)Vy3i-)V. 2-. 3-^L<t44-T-bf- 
;W7xr.;p, 2-, 3-^t<{i4-S/r/7x:::;k 
2-. 3-^L<{44--^07x-;^, 2-, 3-^ 
L.<{44-i/^D'<y^;W7x-;k 2-, 3-^L< 
{44-i/^'0>s^>';t'7x-;K 2-, 3-SL.<{44 
-h'7x-;U. 2, 4-i/'7/l/:tn7x=.;U. 3. 4- 
v7;l^jrD7x::^7l'. 3. 5->''7;l':tD7x-/l', 
2, 4->''^'ao7x-;k 3, 4-i''^'OD7x- 
;K 3. 5-v^'OD7x-;k 3, 4->''7'ut7x 
2, 3-J/p<^;i^7x-;P. 3. 4-">';^f-;l'7 
x:i;P, 3, 5-y;<f-;W7x::.;U, 2, 3-y;><h=Sf 
v'7x-;P. 3, 4-vP<b^v7x::.;k 3, 5--/' 
->{h^i/7x-;k 3.4, 5-h'J-^h^>'7x:i 


yp. 3-7;l';i-D-4-^h^i/7x:i;k 4-Xi-)U 
-2-Xh=^v7x-;K 6-7;1^5ru-4-;<f-/l'- 
2-^h=if>'7x~;k 5-7/U7fO^>"r>-3— ^ 
;K 5-7;U3j-D>f yTy-3--^;k 5-;^f-7My 
xV-B-'f/K S-^hdriz-fy-fy-B— 5 
-7;l/:tO'f >'T>'-2-'f;k y-fy- 
2->f;k 5-^^;MyT>'-2-'^;k s-^h^e 
Wyr>'-2-^;W, 5-t HD^v-fyry-B- 
-f/k 5--hn>f yry-3-^;k 5-i/^'o'\df. 
v^WyT'y-B— ^;k 5-7x-;KyTy-3- 
^/i^, 5-7xydfi^^yxy-3-^;k s-'^yv 
;i^7r=*fWyTy-B-'f/^, 5-7x-/i'^7r-< y-f 

y-3— f/k 5-t KodE->/>fyry-2-'f;l'. 5 
--hn-^yry-2-'f;l^. 5-l/ifu^^l/)VAv 
Ty-2-^;k 5-7x:::;KyTy-2-'f;U. 5 
-7;l^:tO-f 7^^y-2-^;k 5-7;W:tn-^7^' 

vy-2— Y;k 5-;^f-;P-^7^'i'y-2-'f;k 5 
-;<h^>'t7^'l/y-2--<;P, 5-7;P:tot7^' 
ky-l-'f/k 5-7;^:to-^7:J'^y- 1— ^;k 
5-p<^;^■^7^'ky-l--f;^, s-^^v^i/i-y^ 

5-hh'D4ri/"?-7^'l/'y-2->f 
5--hn-f7^'Wy-2-'f;k 5-i/:5'P'v^ 
x;p-^7^'wy-2 — {)V. 5-7x-;w-f7^'i'y- 

2-'f;k 5-7xy^>'-^7:5'ky-2-'f;k 5- 

'<.yi;;U3f=^fx-t7^'vy-2-'f;k 5-7x-;^f- 

j}-f7^'l/y-2-'f;k 5-hHD^v-f7:?^y- 
l->(;k 5--hn-t7^'ky-i-'(;k 5-i/9 
u^^i/)Vi-y9Vy- 1 — <;UXIi5-7x-;P'^7 

^titzTv-fi& mmmmi. ^NoyyjSi^. mmr 

fz7v-)im iusmmii. ^oyy®?-. 01-0,7 
An^rvc,-C4r;i'df;t«. Ci-CzT^w 
rj^i/*. Oi-OaT/l/^ypf-jJ-^. C2-C3^KM8l!fi 

fzy^-)vm mmsmt. ^^oyy®^. o,-OjT 

)V^)Vm, AO^VCi -CzT/l-^/WS&tA'Cs-OeV 

»?^JSi^, h^jy 

;t'7x-;PX{44 -;<^;l'7 x-;PaT'J)l), 
[0 0 3 5] tfz. :^m(D±Mi-Wi^ ( I ) i:tti 
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m. mmmizmt^^ hij-iymm^mmLiK^j 

mtzx'om9mt:mmztT!i'^Mm. mm^i 
miLxmmmm-timtm^i TNF-ajm 

ri?-izi^-^ixm-^mm&t. mm±<7)mm 

[0036] :^m<^±%mmm<^'mmTh^ 

( 1 ) T««^-tf >f v:^^ y^mzm^-rimmi^^ 
i-)\^(rymmmi-&m^:^i-mmx'h^ . mm^ 
>'i^i-ji'ff)^i:mmi-?>zb{zx'o . -f-f hA^y<o 

ifmmmz>m'th<r)^'mthiom^^iih, ^ 
(r>iotsi\mmmA viiA y%w,zm^--fhws&nv 

;tlf. US4, 117. 1 18-^^f8{CS74 8 1/F 
- 1 i: LXiB©§tll.{t-^X{4^0^±i^$$ni. 
igWajJi. ^A^UXi^^iyk (cyclosporin A) f 
ft"?, -eiOfk^li, S/^n(3- bKadfi'- 4 -^^ 
/k 2 - {^f-;i^r 5 6 - ^^T/^/H- 2 - T 

- - ^-f/W - D'f - T7-;U - T7-;W 

- - P-Y i/'/P - -Xf-;l/ - n>f i/il - ^i-iV 

- J-^VllXh^ . ) , E P 1 8 4 . 16 2-^^$g{c|e« 
^tifz-^^ ( I ) t:^i-&it^mxiii<7)^m^ 
§iX*S [»jiW4> f^^vVJ>sX (tacrolimus) Tft 

0. ^(Oif^^ii.. 17-rU;kl,14-i/t Hodfj/- 12- 
(2- (4- h h'D^i/- 3- ;>< h^i/i/^'OA.df - 
1- jtf^Jlt'-ll')- 23.25- i/'^ hdfi/- 13,19,21,27- 
f h7-Xf-;k- 11,28- i/'jj-^-t- 4- TifbUi/^'n 
(22.3.1.0 18- xy- 2,3,10,16- x 
hoy-eS)!.. ]. USB. 9 2 9. 9 9 2-t^$8{c5 
A'^>f i/y (rapamycin) t L T 1218 S til. { ^ff) 
<ti^«. 9,10,12,13,14,21,22,23,24.25.26.27,32,3 
3,34,34a-A.df-^r;>&h Hd - 9,27- S/t Hodf y - 3 

- (2 - (4- bHodfv' - 3- > h^i/i'^o^^iy 
M- 1- ;<f-;Pxf-;l/)- 10,21 - h^i/ - 6,8,1 
2,14,20,26 - '^^•^;<^JU - 23,27 - x,-Kaf>/ - 3H 

- t«;K(2,l- c)(l,4):t^-9-T-rv^'D'^yhUT3 
yf-y - 1,5.11,28,29(4H.6H.31H)- ^yhyX'h 

1, ], EP94. 6 B2^^« (1^^58-6 2 1 


5 2^m) izmmwz-W!.^ (id t:ttiit-^ 

(gusperimus) f ^<7)it^ii. n- (4- (3- T 

W-tS. ), us 5. 9 1 2. 2 5 

iimiZii. X'<.oUAX (everolimus) X'hO. 
fli^ti. 9.10.12.13.14,21.22.23.24.25.26.27,32.3 
3,34.34a - 'v^-^r^^h Hn- 9.27 - i^'t Ko^f - 

3 - (2- (4- hHo^vXhdri' - 3- 
u^^l/M - 1- ;<-?-;Ux^;l/]- 10.21 - i/;>< h=Jf x 
- 6.8.12,14.20,26 -'sdfif;«<f-;k- 23,27- X^K^i/- 
3H- fyK(2,l- c](l,4]r-fxi5'a'\ybUT3> 

^y- 1,5,11.28.29(4H,6H,31H)- '<.yhyt'$>S. ]. 
E P 6 0 0 , 7 6 2-f-^f8KiEtt§<tit3«i ( I ) 

X^UAX (tresperimus) TibO. -ecOft^i&ti, 2 

-(4- (3- r^jru\^)vr^/):f'hiV]7^>f^)V 

. ;Kx;^:t^>/-N- [6- (TS/ ^%J;<f-)V7^ 

AX{i^Oi!6a±i1f^$ni.lSt#*-ri., Int.J.I 
miiunophannacol. vol. 21(5) 349-358 (1999) ICLF15-019 
StL.Ti^SnS^k^trxX'^'Ji.X (amsperinu 

s) bmiiix. ^cnimnt. {{(ryr-VJ^^i/ 
)V)ii)Vf<>=^Aiv))^^)V{\- (3- rsy^'^/p) rs 

/':f^Mil)Vf<>}l-YX'hh.'\. EP626, 385 
-^^fg (!t$it3076724 ^:2^fgX{i:*ffl!^m 5 . 

4 9 3. 0 1 \zmm^ixtz~m^ ( n 

DZ-281-240TJ>'3. ^<^fli^«{i. 17-Xf- 
;l/-l,14-xt Fodfy'- 12- (2- (4- hh'odfv- 3- 
^ h^i/x^'O's^rv'^l') - 1- .X^;l/t*x;l^]- 23,25- 
i/'^h^v-- 13.19,21,27- xb5^f-;l^ll,28- 
^f- 4- T-f hyx^a(22.3.1.0 '-'l^^^-nx- 1 
8- XV- 2.3,10,16- Thoy-C'S)*). *I|BJ<7)SDZ 


(a0))0 3-267936 (P2003-26793 6A) 

I -281-24 0{i-?-(0|ga±lt^§iXl.l§t^*-r 
\ . WO9 3/0 4 6 80-ti^^ (EP64 2. 5 
1 6-f4^) fcie«Stl>t-^ (VII) SrW^Sft^ 
ftXii:'f-<7)ISia±l^$$fll.<§ (iSaWi:. ABT-2 
81fJ>0. -eiOft^^fefi. 17-x^;l/-1.14-i/'t HD 
^l/- 12- (2- (4-Th^V'J;l- 3- V^l/l/^'u^ 
^l/)V) - 1- 23,25- h^v- 13, 

1 19.21.27- 11,28- 4- T-f b 

';i'i!'o(22.3.1.0*-8);r^:5'3X- 18- xy- 2,3,10, 
16- rhoyT<b'&. EP4 14. 6 3 2#^f8{: 

iam§it;^w-«^ (A) sr*-f i.£^xi±-eo^a± 

x^'o((3- h Hudf i'- 4 2 - (^ 

f-;i.7S/)- 6 - ^^T^-f^H-L- 2 

-N- ;<^/l'/i; -N- ;><i-)V -L- n>f iz/W - 
L- ^N'U;!-- N-^-?-;l/ -L- D-^i/;i/ -L- T^—jU 
-(3- 0- (2- t Hndri/X^;L')-D- -fe'J/P) -N- ;< 
-L- x^M/A' -N- -L- n-f i/;!^ -N- 
^f-Zl- -L- A'y;Wf^fel.o WO 97/1 1 08 

o#i.^f8tie«j§n^cHis^ ( i ) SrS-r^^k^xti 
^<nm±mm^tih% {wmzki. a- ii 9 4 3 5 

T'fcO. ^(r>i\L^\i. 17- Xf-;l/- 1,14- vhHo^ 
i/- 12- (2- [4- (7-tr-f;l'rSy7-fef-/W^3r) -3- 
I ^ h^i'J/^'n^^f 1- ;»<^/Wt-;P]- 23,25- 
1 i/'^b^i/- 13,19,21.27- f-hy^f-JV- 11.28- i/':^ 
^-t- 4- 7-f h';xi?o(22.3.1.0«-9)jJ-^'^'3;^- 18 

- xy- 2.3,10,16- ThnyX'S)^. } . XJiBioorg. 
Hed. Chem. Lett, vol .9(2) .227-232(1999)tlEill§iX!tl7 

- xf-;P- 1,14- 'Jh h'D^i/- 12- (2- (4- (2-7 x 
r x;i.b Vyi^y:^)\^iii(~)\^:t^>) - 3-^ b^vi'^'n 
; '^^i/zW- 1- ;.{^;Wh'x;P)- 23.25- h^i/- 1 

3.19.21,27- -fh^^tf-;!^ 11,28- i;:t^-9-- 4- 7if 
hU>'^o(22.3.1.0<'9)ji-^'^3;^- 18- xy- 2,3,1 

0, 16- r h p y wi> c: 1 3!?«-C'# s . mz . mmt 

L [0037] 
[^1:7] 



[00381 


[its] 


(t2) )03-267936 ( P 2 0 0 3- 2 6 7 9 3 6 A) 


HO ^ 


NH9. 



5 DZ -281-240 


ABT-2SI 



[0039] 



17- 3iJ-/i^ 1,14- J^t Kti*J'- 12- B- 
[4- (l-V»=/l»t K9S>/ 

;iy-;n?=/i' ] 23,26- 
13.W.2l,27 1U2»- 
i>*^- * r^h'JUfa [82.3. 1. 0*") 
^B»- U a V- ^3. 10H«- V 


[0 0 4 03 (2) ^fea«4'T-c7)5:^'L'Jj-j^h'-^^Sr 
SilfcLtti. US3, 88 8. 8 4 3-t^iff80 


=^-9-5F-C'J>l., ) , US3, 056, 785-t^^fgO 

-eo^b^^feti, 6-( ( l-^f-/^-4-:i^^-lH- 
■^ 5 5-4 )V) ^jj-] - iH- r 'J yx'h o . 

(SHi®) t-S-^ilS. EP281 , 7 13-t^S 


(tl3))03-267936 (P2003-267936A) 


(US4. 7 5 3, 9 3 iztim^tifz-mi 

(A) i^tiit^mxii^<7)^mm^tiium 

mzii^ S37x/-;l'Src&0, -S-tO-ft^li. 6- 
(1, 3-'Jt}iu-4-t\<a^iy-6-^h^i^- 

4-^f-;i^- (4E) -'s^-feyS 2- (4-t;i/7:r 
•J - ;U ) x-f/l/ XXr/l'-C&S . ] . E P 1 3 3 7 6 

^i&$fi mmm 2 - 7 2 6 1 4#^^fBxtiu s 4 . 2 

84. 7 8 iZtm^tlfz^ ( I ) ^^thit 

■?>f ^(D^t^l'i. 5- N- (4- (h 

U7;U5rD;<-f;U)7x-7U]- 4- V:t^-tV--'^^ 
/^;K=Sf-9-SHT'3iS. W09 7/400 28-^4^18 
tiB«$ii^HR^ (I) tr^iit-mXii^comk 

podib) •C'J>'3. -eo^k^ti. ((3-((((3-^h^>- 
-4- (5-3r^lfVy;l') 7x-;WT5/];<^;W!K- 
;p]r5y]7*~;W]p<^;W);<r;L'>'N'Syi! (3s) - 
rh7bHa-3-79-;l' x;^t/1'-cS)I>. h fr 
2 , 7 2 7. 62 8-f 4;j$8tieiJSil^^-«l5(: (1)5: 


HMR-1 279t'*>0. ^^it^^i. a-'^7J- 
N- (4- i/r>'7x-;W-/3-:t^V-i^^'07*DA*y 
7°OA-yrS KTS>5. WO 9 3/2 2 286^^ 
^ (B*#ilF2 9 28 38 5^^18. EP60 1 1 9 1 
^itfgX^U S 5 . 3 7 1. 2 2 5^^) fclBSlSix 

( I ) ^^h\^-^m,i^<r:>m^m^^it 

h'§XWMZ\%. TSK-204T'3i'9. Wt^^ 
(i, 6, 7-i^'t Kn-1 0-7;U:to-3- (2-7 
;Wjj-D7x-;l') -SH-'^yVte. 7)i^^D's7'^ 
(1. 2-b]dfy'Jy-8-;!?;l/'1?yS?-Cj)S. ), X 
{i:EP569. 9 1 2-^(^?6^fgB^6-3 2784-t 

i.^ig) icieKS*i/c-«t^ ( I ) 2:*-r^'(b^x{±'?- 
ffy^mm'i&^iy.hmummzi.i^ sp-iooo3o 
•cib'), ^<r>\mm. 2- ^-oD- N- (3.5- >''(h'j 

7;l^jJ- -f ;^) 7 X - 4- ( h U 7;PjJ- ^/W) 

[004 1] 
HblO] 



0 o 


xr 


MMR-l 2 7 9 



TSK-204 


8P-1 OOOSO 

[0 0 4 2] {3)fimm^zm-h^Avt^ym 


^:^ti>m\tlX\,i. mm. !|fm^2-4 97 78 

^m<rimm<^mm ( i ) «Kietii$^:^v:-6isc 

li. T-6 14-C'S)'9. -eiO^k^tt. N-(3- 
/l/TSy- 4-:t#y-6-7x/^v'-4H-l-^yV* 

s 4 , 7 2 0, 50 6^{^mt,z%m.^flfz-m. ( i ) 

ti, r^'^'U yh (actarit) ^<7)fti^««s 4 



10 0 4 4] ( 4 ) DNAg[<^ii!J[^l±DNAi7)^fig|t»tC i 
iiSiJfcL-rti. US 3. 0 18, 3 0 2-f-^« 

tiBfi§^i^c-«i5^ (Ilia) i-^thi\L-^xmm 

hn. Wb^H. N.N'-h*;^- 

/P) rh^t KO-2H-1, 3, 2-7j-^-<f-!f*;^7*i; 

y-2-rsy 2-3l-='f-9-'f H-C'*>I.. )2rWl.it 

[0045] 
[^kl2J 



4))03-267936 ( P 2 0 0 3 -2 6 7 9 3 6 A) 


- {7-^^iv7^/) Ky^yw^X'hh. ). us 

2. 396, 14 5#ii^fg«0#i^if^cOlEHmi3at^ia 

•Si^MUi. If^rJ^^t'^rfc" 'Jx'y (salazosulfa 
pyridine) X'h*) . ^(Oit^^ii. 5- ((p- (2- t'Ji^' 

I.. ) , XtiWO 9 7/2345 7-^^A^#{ClBiiSn/c 
( I ) i^tlit-^ mm^Z^i. CDC- 8 0 1 
•C*J>0. -?-<7)^b^ti. 3-7^;MSH-3- (3- 

[00431 

[^ki 1] 



CDC-8 0 1 


^L. immcr)'^i,z^x^j:Thy}z\'umm^ 

^(^i^o^jiWm^mmLxwmmmmth 
mi^m\tLxit.mt\,f. us2. 512, 572 
^<is:m.m^ 1 ^zwsL^fitz-m,^mth^-mx 
{t^<^-m^mm^tihU{im^z{i. y^vw^^- 

VX'h'O. i<r>im^\ii. N-(4-([2, 4-i^'7Sy- 
[0047] 


[0 04 6] {5) mm^imiLxw&mimm 



[00 4 81 (6) TliF -ammmttism 
mmtixii. mm. us 5. 6 5 6. 272-^-^ 

mmf Drugs, vol. 59(6), 1341-1359 (2000)tlEK§ 
tlSl'S^-H (infliximab) , WO94/06. 47 
e-^il^fg, US 5. 6 05, 6 9 0^^«Rt^xpert.O 
pin. Pharmacother. . July vol. 2 (7). 1137-1148 (200 
l)tlS«fc§iX-l>XV:^Wk (etanercept) , W0 9 2/ 

iiois^ii^iB. US 5, 5 3 0. lom^mm^ 

N. Engl. J. Med., vol .338(3), 161-165 (1997>KIBiK 

$tll)^^:5"JX-77" (daclizumab) . EP44 9. 7 6 
Clin. Pharmacol. Ther. Vol. 64(1). 66^ 
72 (1998)^^le«$i^l.>^*>''J^i^'7r (basilixina 
b) . WO8 9/0 74 5 2^i^fB. US5.846. 
5 3A^^Jl;mRX/J. Clin.Oncol., vol. 15(4). 1567-1 
574 (1997)tC;ie©Sitl)r;t'A7X-77' (alemtuzunia 
b).US5, 965, 7 0 9^4:^ffiSl^ Drugs vol.61 
(2). 253-60 (2001) t2iei8$ ill. :tV'; (omaliz 
umab) . EP6 1 3. 944^^^m&X/ J. Pharm. Sc 
i.. vol. 84(12), 1488-1489 (1995)CIEi8$nSBHS-18 
8667. Arthritis-Rheum. Vol. 37(9). Suppl.. S295. (1 
994)tieK$iXl)CDP-571. Transplant, June vol.55. 
1320-1327 (1993)maiiSni.-f yJ^VT' (inolimom 
ab) , Am27RyBlood, Dec 1, vol. 92(11), 4066-40 
71 (1998) tiS®J§tl.l.BTI-322$rW-6 Zti}<Tt^. 
( 7 ) «I*IC0Xfo-f b'Hrr:?-tife^L-Clt-^f*: 

Y-Y'oy (^O-fk^^a. 1, A-rvyi-'J:i.y- 
3. 20->'':ty-ll/8, 17a-21M;;t-;l/TS)l.. ) 

[0049] 
[€14] 


5))03-267936 ( P 2 0 0 3 - 2 6 7 9 3 6 A) 



[0050] ±ie^JWMfc:l3V^-c . $ hkz-ismz 
[0051] -e^T) J: a ^r*!Safpi&J9It;:fcv^T . ifat 

ti, mum^ v:fi>{y^mzm^-'thmm,ni^i^i- 

^'oxd^'JyA, ^^'quax. 7>''«V'f>'y, ^'X'<. 

•J AX, X'^niiAX, M^X'^liAX, T-X'^.'JA 
X, SDZ-281-240, ABT-281, f-/T 
UAX. A- 1 1 94 3 5Z11^17- xf-;l^l,14- xt 
Hn^^-- 12- (2- (4- (2-7x:i;Pt H55/V;&;l^;K 
::^;l^5j-=¥x) -3- ^hdfi/J/^'o>vdfi/;l.]- 1- 
h'^;W- 23,25- Y^l^- 13.19,21.27- fVy^ 
^tV- 11,28- l^it^^- 4- rifM;>'^' 0(22.3.1.0 
*.9)5!-:?^'3X- 18- xy- 2.3,10,16- f-Noyt'S) 

^^tmm {wmu. svut-y. r-f^^ri; 

y. S37xy-;i^. V7;u/v-< h\ ^i;^y;KT 

^7", HMR-1 279. TSK- 2 0 4&t^S P - 1 

0 0 0 3 QX'hh. ) , ^mmznth^^ vt^ y 

T-6 14. T9^*} 'jV. if5yx;l.'7rei;>'' 
y^y C D C - 8 0 1 t'J) S . ) , DNA^COK^tiDNA 

r/W^;Hb3iJtt, ^'^'07;rX7r5H-CS>S. ) . fk 

Wr^mU. }(VYV^^-YX'hh, ) . TNF-a 

;l^A'yX-77', ^tVDXVT", BMS-188667. 
CDP-571, •^yjtVT", ATM-027&t/^B 
T I - 3 2 2TS)S, ) mf\zUW\(nX'fxiA KHr 

\.zm^^h ^ fctcfc 0-^(iSt$fi;t5a©t J: O^WS"! 
#ffl$-5^1-XTD^ Yii^lV^yn (^Xro>f H*;^^ 
yffllti. •rU'H-Vnyt'S)*. ) H^htuhM^'^mK 

'f ^'ox.■^f'JyA. ^'^'qUAX. 5>'N-7>f i^y, 1^7 


(t6))03-2 67936 (P200 3-26793 6A) 


hi. 

[0052] ^^<7)wm±m^^tii^j tit. 
ffyH&^ ( I ) i^-ti<y-^ymi\L^R-(//xii± 

[0053] um^mizm^<mt ixa. umiz^t. 
ip^rAoywb^^gaa^ mm. mm.mm. mst 

ftirJg. ')^rKlg. 7V-;H?iB, nn^^Ss 

ig. 7}V^-vm. 3^■;^-^yiS. ^^;W:?5yKtg, r 
# , jgfcSfiitn. Ao^-'y<i:*«g§mxw*<SffiiS-C' 

^•9. SiiKiCctis iSiJJSXtivU^ yi?JgS:^H'& 

[0054] -^r, w^<r)mzm-)<m\t. wmz\t. 

;{^'J±S^Sm. r)V^~^h.mL. ^^^<rykWM\r 

7x-;P^'J>'yr;i'^;i^xxf-;PiS. x^i^yvTS 

ypTsyffi, h'jx^;pTSyie. i/\/9u^^\y)\^r 
5y«. N, N' -i/Xyi/'/i^x-^-uyj/'TSya. "7 

ig, N-'<y>'';u7x^-^;UT5yie. e'<7J^'yie, 
rh9;<f-/I'Ty*-'>A«, h'jx (tHo^ri^^'^ 

X/. /'j'/'ytg. 'J^^'yig, r;u^-yig, ^;w-^y 

;//l-;J'5yS|JS. 7XyN-7^yi!iSc0j:555:7Sy 

i^jg-ei)"), mzimizii. -tho^j^m. /io^m. 

[0055] i^W^<r>-m. ( I ) i^-fh^yiy^ 
{i-?-£0fl!lOiS^«:St^/X(i±l5*g}fPSi|ffl«. 

csca lj'c 0 . xtt. s^asr-rs C t J; o . 
[0056] *^B3io-^ ( I ) ^^-th'<-y^yn 


[0057] ^13. *^B3«o-jK3C ( I ) ^w-rs'^y 

•fy^^b^l^. -eoasaifF^^ni.^, ^<oxxr;l- 
/^•C*-i7)^, ( I ) t'S^Siitv^l,, 

ig, -e<oxxT;i/x«-eoflfio^^w4. Ties': 

[0058] 

[fl:i 51 

[0059] SrW-ts. ±ias*, r5/»l4^^^ 
m-mmx:hh> 

[0060] ^mzaVrh rxxf/Pj tli. i^Wm 

-m. ( I ) SrW-ri.'fb-^ti. xxT;wc-ri.c:t*^ 

T|:|)<?)t\ •?-<?3xxx;l'S:VH\ -eoJ: 3 ^rxxr^U 

tLtti. rbKa^i^SfiOXXr/Wj 5r#lfSC:i:*^' 

(icrt-C'Jp^t^^M^O J: 0 'S:^!i^^W:^&{c J; 0 LffS 
fiiiBlj -CftSxxr/l/SrV^d. 
[006 1 ] THEWfiS^ J i: ti. JD*3g^J-)8. Wf. 

[0062] r t h' x^tfOxxf-zl-j t^Sif*^-!. r- 
jRWmaSj ttTti. T-fe^ 

Mv. irtuMy.. 3-;<f-;^y:^y^ 

/W, S-^f-ypy-^y-^yk 3-xf-;W;i-^'^/-f;l', 
3, 7-y^f-/l';t^'^'y'f;k ^y=rijJA}V. Ht* 
;<?y-f;k M;T;^/'f;l', rh7r;*y-^yl'. '^y^' 
r;<?y^;w, ^^ifr>!?y-<;L'. i -^^;i''<y^'rx? 
JA)V. 1 4-^f-;P'<y^'T;*/'f/^s 13, 13- 
>'*^f-;pTh9r;*/-^/k '^7'^'r;<?y-^;k 15- 

/P'\7-:5'xj&/-</k j^'fiiy^i\'. r^fa-y-y^f 


r^';o-^;K 7*otr:to-f/K 

'jo^/k ^'ohy-f;p. -^y^oh/^;i/, (E) - 

I.. ) I'^yV'f/K or-rhyh-f/k /3— 

fV. 4 - ^ n O'^y V>f i d 5r>' Nn y-ffcr 'J -^P 

2,4. 6 - M;^-f-;u^yr'f 4 

4-r-y-^;ViO<J:a^tSSiT;P3^HI:TU- 
/l^jK-;t«> 4--haKyY>fii'^ 2--hn'<. 

yV-<;l'iOJ:3^-bn-fCT';-;l/;<r;W^-;i^. 2- 

CO ^Sim^^1^T>')l'mi ; ^ h^>':^)V-^^-)U. x 

2. 2. 2-b'J^'onxhdr>';<?;p 
^l^-yW. 2 - Ml ^ 'J h l^:^>\^7f.=.iU(DX 

: rh5t h'nt7>'-2--f;P> 3-7'o 
^xh5tHue5y-2--<;k 4-;^bdfvTh7 
t Fae7y-4-^;>, r h5t h'nf-:tt'7y-2 
4-;<h^j^TN7hHDf-;rtr5y-4-^ 

:tVf5-;l^j ; rh9t Kn79y-2->f;K 
5bh'Df-3j-7 7y-2--<;l^<5D<}:3^ rf-h7th'o 

M;xf-;k>i;;l'. yroe;l/>'*;<^;U>' 

y7°ne;>>-(;;K 7 x:i;u>-M yratvui/'j 
yl-i^ J: ^ ^ 1 T}'m2m(DT 'J -;l^a-Cfi^$it/t h 'J - 

;k i. l-S/->{f•;^-l->^^i^^f•;k xh^ei^ 

7'n,-Kdfv-;<f-;K y7'o4t^i/;<^;>. y 
h^i^^^^l^s t-7'h^v^^;K0J;d^irlSiBiT/l/3 
i^i^yti-fm. 2-^h^i^xh=^f>-;><f-;Kr)J:a^:i£ 
ig^r;^^^Ht^Si8lr;^3dfS/^^;^tt. 2. 2, 2- 
hij^'noxh^y^^;P, t'x (2-i'vv3:h^ 

rr;W3#j/p<f-;i/«j ; l -xhdfi.^xf-;k 1- 


(a7))03-267936 ( P 2 0 0 3 -2 6 7 9 3 6 A) 

(>f y7"od^^x) xf-;i/coJ; o'SrffiSiTyl^^^MtiX 
2. 2, 2-^'J^'ooxf•/^<0J:a^^>'^^y 
Wkx^/kStf^ rag|xf-;Hj ■,Ky>>)\^. a-i- 
7f-;M^/U, /3— t7f-;M^;K y7xr:/Mf- 
;k M;7x-;W;^f-;k a-t7f-/l/>''7x-;M^ 
;K 9-ryxi;/Mf-;UOJ:o^rl7!;M3ffl<^Ti;- 

;k 2. 4. b-\-^)>^i')VKyi^)V. 3, 4, 5-h 
yp<f-;l^^yi^';k A-yiV^l/^yV)^. 4-^ h^ 
>'7x:i;Wv7x-;Mf-;k 2-xbo'<yx;k 4 
--YuKyi/)]/^ 4-^'DO'<.yv';k 4-:'"n^< 
yi^/i/, 4->'ry'^yi^vi'Oj:'5^(SKr/i'd{-/i^, <S 

3fdri^;<r;W4^-;l^j : Ky^J)V:^^l^iliVTfs::nV^ 4 
s -;>< h=3fi''<.yi'>:t^v;ir;l/;K-;W. 3, 4-x^h 
: ^>'^y>'';l-;t^>-;<f;l-^-;i'> 2--hP^y>'>7j- 
^:/:^}V^^—)V. A--Vu^yi;)V^^i^il}V^>=.)V 
<^J:d5r. lJ^M2ffl<0ffi»r;W3dE-J^Xl4-huSt' 

fi)V7fs=.)v^i x'h 0 . imiiZii. mmmmsmr 

[0 063] r^ii:\^XiiMm(7)J:d^j:±V!l!mmm 

mm^izff^^iihmmtavt ^ztizx ^o^mx- 

r i^;«<^;P. x';><^;i/r5y7-bh^v^f-;i'. rotJl- 

;t^S^;^f-;k AVJypJT^i^^^/k ^Vf<>V^)lVi^ 

I ;t^^-xf-;k l-r-feh^i^xf-;l/, l-rotjt- 
/l^jj-df-v-X-f/k l-7■^'J;^3l■^i^x^;^. l-evN' 

o-^;^3^^£^xf•;^. i-^'NVj^ujj-dfxx-j-^w, i- 

^yy\ViJ/l/3r^3/X^;l/. 1-^^-9-y^/l^ji-^^x 
1 -;}^;W5/P:t^>'rDt;k 1 -r-feb=5f>'7' 
I ntr;l/. 1 -7-ptr;}-:i;U:t#i/7-oe;k 1-y-f'J 
^ yl^^t^v-rolf/l/, 1 -evN'o.^;l/3rdfj^7-nbr;i., 1 

->'^'^D;^:t^^/'rotf;^. i -^f yA'nj;pj}-#j^7' 
) de.i^7'-?-;u, i-7-De:t-/i':t#5^:/f';w. i-^f- 


(as) )03-267936 ( P 2 0 0 3- 2 6 7 9 3 6 A) 


iy^y^ju^ 1 - e-'N'D^ ;i/:t=¥ i^'v^ i^;KO J: d 53: 1 

l-i^^'o'<yf-;Uj!?;l^;Jf-;U:t^>-yf-;l/. 1- 

>^^'n's^i/;I/;*;P/if::i;l^ji-^v-7'f-;Pc7)J: ^ =5:1 - 

4f>';<f;W'-K-;'t'7r=^x;'ff-/i', >f y7■p;K^J^X^;^;K- 
y^i-)V. 1 - (;< hdf>-;!//l';K-;P;i-df>') x 
f-;K 1- (xb^J^;i7;l^4<-7l':i-=Jf5^) xf-;K 1- 

n,-K^v>>;l';Jf-;k5r^i^) xf-;K 1- (7'h^>';<7 
;P#-;l'j}-=^-i^) x^;K 1- y7■h^i^;❖/^^- 
;^3^■=^f >-) xf-;l^. 1 - ( t -y bdf i'^/W^-;!^:*^ 
i^)xf-;k 1- {^y^)Vit^l^^)V^^~)Vi(^V') 
xf-;U. 1- (^^v';l':t=^i^;*;l/4<-;k:t^i^) x-f- 

;k 1 D'<y-?-/i';j-^i^;<?;k-K-;U5rdf >-) X 
■f/l'. 1- (i/'^'n'«<.yf-;i/:t'^i/;^?;k1<-;l':t^i^) 
rotvw, 1 - (i^^'^^^i^;^5j■^i^;<?/^^'-;^7^■df 
v') rotf;k 1- {~/^x:i'^y^)V:^^i^^)\^Tf--)i' 
;t^i^) 1- (l^^'OA.dfJ^;^:t^i^;&;^,■K- 

xf-;U. 1- (xhdrv';^;^;K-;^3j-df 
i/) rpt/K 1 - (;< h^i/;<r;l-;i<-;i^:t^>') 7°d 
1- {oiV^'yiDVif^-fV^^'y) rntr;P, 1 
- {Tu-^^'yijjV^iti-jVi^^i^) TDtf/k 1- ('f 

7*ot;K l- (>fy:/h^J/ 
;^/l<';K-;l/:t^v') rX3\i)V^ 1- ('<yf-;P:t^ i^;^ 
/P.-lf:::;P;j-df->) 7°oe;W, 1- (^^:/l\^:^^i^^)V 
■^.-iVit^l/) rptr/p. 1- h^5^^;W'1^-;l^:t 
ifi^) :?'f-;k 1- (xhdfJ/:>{f;l';K-;W:t'¥>') ff- 
I - (•Tzi7i(^>'tl)Vii(~)Vit^>') 1- 
(>f yTD,-lf=3fi^;5f/W^-;i'^=^ri^) l- (7" 

h^i^X';i^;n-;i'^=^i^) i- ('fy:/h^i' 


'^y^yk 1- (^hdfv;{?;kif::i;P;t=5ri') '^^i^ 
;k 1- (xh^i/;<f;i/;K-;l/3t'dfv') ^'Sfv'yKOJ:^ 

(5-7x-;k-2-:t='fy-l. s-xit'^yky- 
4-'f;l') j>{-f;k C5- (4-;>{f-;P7x-;i/) -2 

-:t^y-i. 3->'':t^yuy-4--<;i^D ^f-^u. 

C5- (4-;<h=^x7x-;W) -2-^^y-l, 3 
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4- 

[-CsC-(CH2)3-0-(3-Ac-Ph)) 
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192 

Me 

2 

4-( 

-CsC-(CH2)3-0-(4-Ac-Ph)) 

193 

Me 

2 

4-( 

-CsC-(CH2)3-0-(3-CN-Ph)) 

194 

Me 

2 

4-( 

-C= C- (CHj ) 3 -0- (4-CN-Ph) ) 

195 

Me 

2 

4-( 

-C=C-(CH2)3-0-(3-N02-Ph)] 

1% 

Me 

2 

4-1 

-CsC-(CH2)3-(}-(4-N02-Ph)] 

197 

Me 

2 

4-1 

-CsC-(CH2 )3-0- (3-cHx-Ph) ] 

198 

Me 

2 

4-1 

■-C=C-{CH2 )3-0- (4-cHx-Ph) ] 

199 

Me 

2 

4-1 

-C=C-(CH2)3-0(3-Ph-Ph)) 

200 

Me 

2 

4-( 

-C=C-(CH2)3-0-(4-Ph-Ph)3 

201 

Me 

2 

4-< 

'-CsC-CHj-O-CHj-cHx) 

202 

Me 

2 

4-( 

,-C=C-CH2-0-CH2-Ph) 

203 

He 

2 

4- 

;-C=C-CH2-0-CH2- (3-Me-Ph) ] 

204 

Me 

2 

4-1 

:-C=C-CH2-0-CH2-(4-He-Ph)) 

205 

Me 

2 

4-1 

[-CHC-CH2-0-CH2-(4-cHx-Ph)) 

206 

Me 

2 

4- 

:-C= C-CHj -O-CH2 - (4-Ph-Ph) ] 

207 

Me 

2 

4-1 

:-(l,3-Phy)-0-CH2-cHx) 

208 

He 

2 

4-1 

:-a.3-Phy)-0-CH2-Ph) 

209 

He 

2 

4- 

[-(1.4-Phy)-0-CH2-cHx) 

210 

Me 

2 

4- 

[-(l,4-Phy)-0-CH2-Ph) 

211 

Me 

2 

4- 

[-(l,4-Phy)-0-CH2-(4-F-Ph)) 

212 

Me 

2 

4- 

[- (1 , 4-Phy) -OCH2 -(3-Me-Ph) 1 

213 

He 

2 

4- 

[- (1 , 4-Phy) -O-CH2 - (4-Me-Ph) ] 

214 

Me 

2 

4- 

[- (1 , 4-Phy) -O-CH2 - (4-CF3 -Ph) ] 

215 

Me 

2 

4- 

[- (1 , 4-Phy) -O-CH2 - (4-HeO-Ph) ) 

216 

Me 

2 

4- 

[-(1.4-Phy)-0-CH2-(4-MeS-Ph)) 

217 

He 

2 

4- 

[- (1 , 4-Phy) -O-CH2 - (4-OH-Ph) ] 

218 

He 

2 

4- 

[- (1 , 4-Phy) -O-CH2 - (4-Ac-Ph) ] 

219 

He 

2 

4- 

[-(1.4-Phy)-0-CH2-(4-CN-Ph)] 

220 

Me 

2 

4- 

[- (1 . 4-Phy) -O-CH2 - (4-NO2 -Ph) ] 

221 

Me 

2 

4- 

(- (1 , 4-Phy) -O-CH2 - (4-cHx-Ph) ) 

222 

Me 

2 

4- 

[- (1 , 4-Phy) -00)2 - (4-Ph-Ph) ] 

223 

Me 

3 

4- 

[-C=C-(CH2)3-cHx) 

224 

Me 

3 

4- 

[-C=C-(CH2)3-Ph) 

225 

Me 

3 

4- 

(-CsC-CHi-O-cHx) 

226 

Me 

3 

4- 

(-CsC-CH2-0-Ph) 

227 

Me 

3 

4- 

(-C=C-CH2-0-(3-Me-Ph)) 

228 

Me 

3 

4- 

[-C=C-CH2-0-(4-Me-Ph)) 

229 

He 

3 

4- 

[-C=C-CH2-0-(4-cHx-Ph)] 

230 

He 

3 

4- 

(-CsC-CH2-0-(4-Ph-Ph)) 

231 

He 

3 

4- 

[-C=C-(CH2)2-0-cHx] 

232 

He 

3 

4- 

[-C=C-(CH2)2-0-Ph] 

233 

Et 

2 

4- 

[-C=C-(CH2)3-cHx) 

234 

Et 

2 

4- 

(-C=C-(CH2)3-Ph) 

235 

Et 

2 

4- 

(-C=C-CH2-0-cHx) 

236 

Et 

2 

4- 

(-C=C-CH2-0-Ph) 

237 

Et 

2 

4- 

(-CsC-CH2-0-(3-Me-Ph)) 

238 

Et 

2 

4- 

(-C=C-CH2-0-(4-Me-Ph)) 

239 

Et 

2 

4- 

(-CsC-CH2-0-(4-cHx-Ph)) 

240 

Et 

2 

4- 

(-CsC-CH2-0-(4-Ph-Ph)) 

241 

Et 

2 

4- 

[-CsC-(CH2)2-0-cHx) 


(^4) )03-267936 ( P2 0 0 3-2 6 7 9 3 6 A) 


242 

Et 

2 

4-(-C=C-(CH2)2-0-Ph) 

243 

Pr 

2 

4-(-C=C-(CH2)3-cHx] 

244 

Pr 

2 

4-(-C=C-'(CH2)3-Phj 

245 

Pr 

2 

4-(-C=C-CH2-0-cHx) 

246 

Pr 

2 

4-(-C=:C-CH2-u-Ph) 

247 

Pr 

2 

4-[-C=C-CH2-0-(3-Me-Ph)) 

248 

Pr 

2 

4-K=C-CH2-0-(4-Me-Ph)] 

249 

Pr 

2 

4-(-C=C-CH2-0-(4-cHx-Ph)) 

250 

Pr 

2 

4-(.C=C-CH2-0-(4-Ph-Ph)) 

251 

Pr 

2 

4-(-C=C-(CH2)2-0-cHx) 

252 

Pr 

2 

4-(-C-C-(CH2)2-0-Ph] 


[0070] jjB^ 1 iizaux , imizii. rn^it^ 

##39-92, 121-174, 201-206, 209. 210atJf233-242T 

h*)s x'omz^i. mmt^m^5-^2. 121-147, 

201. 202, 209. 210. 233. 234 . 237, 238, 241^1/^242 

Tj>o. jiiz-mizii. m7r:it-^m^-T2. 75-78, 

81, 82, 121-126, 129-132, 135, 136, 144, 145. 147, 

209&tf210T'J> 0 , fitMtti. 

0IJS^€-^#-^: 2-r5y-4-(4- (5-7x 

0iJ^'fl:-^##125 : 2 -T S / - 2 -^-f ^l-- 4 - 
{ 4 - ( 3 - ( 3 - ^ X y df J^) - 1 -7'D 

W^'fb-&tl##126 : 2 -r 5 y - 2 4 - 

{ 4 - (3 - (4 -y X y ^0^) - 1 -roer^/W 

AS 


00 


HC-O-V-Rf 

(no 


^JS^^I:-^##144 : 2-T5y-4- {4-[3-(4 
-v^n/^df >-;P7x y^i^)- 1 -rat-;l/)7x- 
;H -2-^^;^r^'>'-l-Jr-/^&y^ 

0!IS^^l:-^#-f-147 : 2-TSy-4- [4- (4-i^ 
^^OAvdri^/l/^^v- l-7'-f--;U) 7x-;U] -2- 

yf-yi—i -7':?y-;i' 

[0071 ] 

[»BB<^^Jfic7)J^S] ifW^co-m: ( I ) 2r*-tl.< 
[00721 ASli, it-^ ( I ) t::fcv^t. XA^x^ 

-^yaT'*)§^t;^ ( I c ) ayx^^r ij-ky«-c 
j>i.^b^!i^5 (Id) ^m^iumx'hh. 

[0073] 
[^171 


o ov) 


»A2Xa , 


Oc) 


CaC-Y-RP 


I <V) 


{/^.(CHd.- 



SA4XA . 


[0 0 74] 5^*, Ri. YSt/nli. ff^Lfct 
-}V^ 7/W3r nx^ yx;l^*-=:;K7) J: a 'St-'^d^' 
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[0075] ±iBtcfcv^-c, R^'co^mizm^ ^m. 
[ 0 0 7 6 ] 1 xmi. -m: (IV) $:*-r^'fb 

-^SrS!!jt-fl.XST'J>0. HR^ (II) Sr^f 
T. (III) S:*-t'?>ib^i:Sonogashira co 

[0077] ±iimizm^tihT-)ismm^i. *^ 

{f, 'J;/o^y, S^ftx-r/i^t?) 

J: a ^rflilKiiS^^l:*^® ; h^Wxy, 

«i!x^;l.. »i!x^;P. KiirotVk, PKT'^/W, 
^Ki^xf-zi^i d'5rx;^T/l^ : i^xf-;px-r;W, 
j/^vrDhvi^x-x;^, Th^tHoy^y, i^'^t^ 
i-';^ bdf$^x:?'y. i;x^^y/»Jri-/i'£/';><^ 
;l/X— f;WcoJ: d ^x-f-;HS ; r-fe h >-> .Xf-^PX'^ 

XjUt^^i^V. x;l/*7y<7)J:d=5rX;l'*Jfi^Hat'fc 

[0078] ±i2Rj«;fc<$ffl$ai>is»t±. mm. ^ 

m.'^mm. mAim oi-^j^. mt^m-t h 

hdri^H. ■^h';'^^i>,xhdf->h\ ;*'J'>At-:rh4f- 

0 ^Tiu/j v-kmrii^zn^i^m ; xt± h ux 
^;i/TSy. bUT'^/wrsy. s^m vrne^i/x^;!/ 
r$y, N-p<f-;i-^;i^*'>'y. eui^'y, 4- (n, 
N-i^Vf-;pr5y) euv-'y. n, N-x^f-zur- 
ijy. N, N-v'x^yi'r-yy, i. s-v'Tifh'i^ 

^?o[4. 3. 0]y-f-5-xy. 1, 

iy^n[2. 2. 2] :t^':5'y (DABCO) . 1, 8 

-vT-fh'v'^'o [5. 4. 0] -7-'>yr-l:y (D 


B u ) CO J: 0 ^^^r 5 yST-S) 0 . Micii. Wfiir 
sy« (fttSfjiai, h'jx^zi^Tsy) Tis. 

[0079] ±iERi5{Cffiffl$nS^'?7 v'>Aft|[«E{±. 

ji^, Sonogashira couplingRJ5l3<£ffl$tlS tcOT'Jb 

x;u*X7 y) A-^x-^AtOj: p^>'N-7J^''>Alg^ft 

[ 0 0 8 0 ] asjimit ut . ^m-m. JS-fc^ 

y j/'/P h 'J xf-;wr y t -»> A S- ffiffl't l> C: i: t: J: 0 , 

[0081] Rm&ii.. M.mit^. as. iSMoa 

mmizX'>xm^j:^i}K mm. -2 0-C7!;M2 0 0iC 
(Mi«. Orj^^l 2 0'C) X'h^. 

[0082] Ki5i^t4. mmit^. mmm 
[0083] mMli^k. ^um<r>^m\L-^m ( i v ) 

wm.-mtf*hmt:^^-ti>Zt{zi,'yX%t>1xh, 

[0084] ^A2Xm4. -Jl^ ( I c ) 

V) $:^«i:RlG§*Ja*^jSL^f*, mStciOR^' 
tfcttS t Kp^j^ScOfi^aaSrl^*-r'?>c: 1 1 J: Oft 

[0085] ^b^!^ (VI ) iimbmi^'timzm 

^l.zwmi^ix^j:^^ifi. 0<Ji.tf. 'v^l^ys 'vT'^'y. 
y ^^n-f y . :H?ftx— fzl/coj: a ^rlil»]^'fb*«ffl ; 
<y-fe'y. h/pxy. ^Jfv-^yoi^^^fSmK^bK^ 
^: :7nn7hyl/A, i/'^ao^rJ'y, 1. 2-i/'^'an 
x:?y. H^ib^coj: o^j:J\ayymtA^m^ ; i^' 
xf-;ux— f;i^. j;-fyroe;i'X-r;l^, Tb9tH 
o77y, i^':t^-ty, i^';^ h^j^x^'y. v'xf-vy 
/ij n-zl-v^f-zl-x—fzl^coj: p^x-f;l^ : 
/-;K x^/-;K n-rn^^y-;K 'fyrmv 

-ivr^ivriv^-iv. i^xf-u-y/yn-zi^. 

■fe^y;^:/cr)J: 3^rr/l'3-;Mi ; ^«±iai^<^«-^ 
^gjit'S)'). »jit:(4, r;p3-;i^ufx-T;Hi<7) 
( a t »3iCt4, ^ rJ' y -/ h 9 1 H o 
75yioa^^«) t'^l.. 
[0086] -fk^ (IV) i:Ri5§-»i:aigltffiffl$ix 
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[0087] -fb^it^i (IV) i^mtm^itmcoR 
tihtK ii^. -2 0'cj!)S2 0 0x; {nmmz^i. or 

T^Sl 5 0'C) X'hh, 

[0088] wjmmi. wmt-^m. sa, m%<rM 

8^^(Mc(i. lBf^7^S3 6lSf^) t'?)^« 
[ 0 0 8 9 ] h h'odf.j^gc7)«ftgs^|^^tl.*a{i:, 

^<mw<zX'^xmt£htiK -mz-m.-^mt^<^im 

tiJV^tJ^ttiOira. ^llfs T.W.Green. (Protective 
Groups in Organic Synthesis) .John Wiley 8 Sons: 
J.F.W.McOmis, (Protective Groups in Organic Chemist 
ry) .Plenui Press{:iE«<0:^rSlCi: OOT^Oi 5{C^T 

[ 0 0 9 0 ] b Fndf j^Sc7)fi^sa**i^ ^))VmX'hh^ 
[ 0 0 9 n iiSi. »«r~:tyl=J: OK^-f 

[0092] mmi'zm-^fiiT-^'mmi. *s 

tli. i^xf-ypx-r/w, i/'W VT'ntVWx-r^U. r 
xf-u-y^^'j 3-;u>'';><f-;Px-r;l'<oJ: ^^rx-f /l^ 
'J;Hi ; fm<^i. 0 5r*«i? ; : X«±iW<^Ji^ 

[0093] wmm.xfKmmi. mmi-m. ffi 
o"c;!>s 1 0 o'c (ifiiui. i o'cjbss o 

'O T'ifeOs RJEi^Sti. li^S7!;M2 4B#raT'J)l.. 
[ 0 0 9 4 ] t H vScT)^^*^ T'yjV^lvmX 

X'hi, 

[0095] ±iiRmizm^xm^tii>T--smi^ 


l/;I^Oj:-5^-M'-'l'a; v'xf-yPx-r/U, rh^t 

Kc?) J: d =5:X;P)i^df HIST'* S . 
[0096] ±iBKm{cfcV^-C<£ffl$nSit<«. ± 

let Yx3^'ym(r>%mmm^^^mz^m^timit 
mx'hix^m\.zmmt^j:\^tiK vtm\,z^i. i^^^')^ 

h (CAN) X{42, S-i^'^OD-S, 6— >'j^r 

y-p-'^yydf-yy (ddq) *5fflv>/c>ii|.. 
[0097] Kmwofwjmui. MWk^, K 

M2 4B$raT'S)l), 

[ 0 0 9 8 ] h h'odf i^«c7){RIIS*«. lili»iSTi^;l- 

[0099] jjeKi5{:flgffl$^sii»t4. ±iet nn 

mim y ^ A , mykmi- h y a , Ms?*m;> y 
A^T) J; 3 ^T/i-^ y ^mmmmm : y a . 

h y "^A, ;4<K-(t;;<? y A<0 J: 5 ^rr;i^;(? y ^ 

R^ii^iiws : y f-nr A^ h«^f H , •^ h y '^^a^ 

i^F. ^hy^AXhdfxH. ;<?y'>A-t-7'h^i^ 
H^^ia^^gryUndrv-HS: X{4T>-txT/K. it 

[0100] JJBRlGKffiffl§<l*'P«tti§iKt4. 

(TitMmmzm ^tith <r)X'htimmm^j: 
v^*^ mm. >;xf-;ux-x;i'. i^Myrohvi/x- 

x-r;l^ ; ;<^'y-;l<'. x^'y-zK n-rnAV- 

[0101] wm&mwxmui. mv,\^^. 
Mz. Rim&ii. -2 0'c:j!>si s o-ct* 

[ 0 1 0 2 ] h h'odf j^^cOftSS**. 7*;l'34ri^.>{f- 
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[01031 ±iaKJCl'fi&ffl§ni.KW, ±Mt HDdr 

^^^m<^i.o^j:)v^ xmx'h'o . ^-^x-v^xsowco 
[0 1 04] iiesjctfiefflsns^vSttmi, *r 

{f, 'S'^fify. '^r^y^ U^^n-^y, ^Bjftx-r/K^ 

y . s;^ auKy-\iy<r)X o ifir-'Noy Wtl^^bktSHi : 
jii?x^;i.. i^^x^/u. i^i^rotvp. 
MKi/x^/PiO.}: d^x;^x;H® : xx^/ux-r^i-, 
j^-f vroe/Wx-r-'K rb9tHn79:^, i^'jf^ 
^y. v';<hdE->'X^'y. i/x^i^y^^ij^-zwi;^^ 

^T/Un-yMi; T-fehy, ;<f-;l/X^;|/^rh>-, ^f- 

SKatcti. x-r7l^lir;l^3-;Hl 
[0105] RJE^^itXSfEB§^t4, fiWb-^. 
- 1 0°cnm2 0 O'C (»jiW4, 0°C7^;M1 5 0-C) 


C 0 1 0 6 ] h Fa=Jf i'SCOftMS**, T;Pir-;i.;i-df 

mmi}mi<r)mmT ^«isr '>/1/SX«t;i^ 

[ 0 1 0 7 ] TV)i'^^i<:^f\^^^-)Umcr>m^i,i. 

mz/'^yi^'^A, RX/h^Jya^-fi-t^^y^y. x«t' 
X {^i-f\^>'y:L~j\^t^xy ^y) (i, 5-x^p:t 

^':J'i;xy) >f U vn^A ( I ) • '\^1?-7;W:tD*^7 

[0108] K^m^k. ^Kmc^smt^m c c > 

(0 10 9]ISA3Xgt4. -^(VI) ?:^&-fb 

-^$:iSjS-ri.lS-C'ftDs -ft-^ft (II) 
(V) SrWfS'fk^fcSuzuki couplingRlG^iirSC: 

nogashira coupl ing^jSt « 
[0110] ^KAXmt. -m. (Id) 

^^:^thJMX'h'o . ^-rn'mm*. it-^^ (v 
I ) ^^mtmn^^m^mLti^. mm.\izxm'^' 

i^ii. fraeAft||A2lSi;|3ieitctri?ix 

[0 1 1 1 ] isi, m.m'itmi>'mi}^hh^\.z 
(m.wj:^m^z. imf^m^mzx ^xmdzt 

[0 112] BSti. frlSAaoM^^ffcS'fb^ 
ft (I I) 5:S8i§t-|.:fraT^fe&, 
[0 113] 
[^tlS] 
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Bin 


(vm 


-a 


(vm) 


CO.H 


OR' 


(Xl) 


R^'-QH (xni) 


(XIV) 


R < 


NHCOiR' 
(CHrin— 

' (XV) 


OR* 


BF-O -H*(XVI1) 


00 

[01 141^4«. R^atXnti. fi^L)ttOfc 

{imLfzhcr>tmm^:^'f, ) sr^t. r^ 

[ 0 1 1 5 ] me llSti, -JK5<i (VIII) 
hit-^m^fhUmh'O. HRsli (VI I ) S:^ 

to 1 1 6] ±mmizm^tii>^^mmi.. mt 

{fs '^^-tVs A.r^'y. f^^n^y, ?f?ftx-r;P<0 

xxf-;H® : v^xf-zl^x— f-;K i^Wrol^/l'X-f- 

y, i;xf-uy:/U3-;pj/^f-;i'X—f;K0J:d^x 


y:/ya-;K :/'J-feUy, :t^'^'>'--'l'. v-:?nA.4r 

sh\ A.dftf^f-;p'jyieh'Jr5Fcoj;^^r$K 
x-r;l^ (StMcti. Th7tHo79y) 

[0117] ±iHRffit^fflsni.3i7cffla. mm. 
v^m^;xiiAim^ti^^vyi-f\^Tfi^--^j^. Aim 

[01181 KiSjaJStt. JS#fL-&?5!I, StcSiJ. ^jKtfO 
«a^tcioTM=5rl>**. -5 0'C7!;S1 0 0*0 
(*KiKt4. 0'C:fVS5 0*'C) 
[0119] Rim^lii. JK^C-^ft. jfTcSFJ, i§«SE<^ 

1 5 Oi^ra (imui. 1 WHTbrni O OiSrlSI) f * 

I.. 

[ 0 1 2 0 ] SSB 2IS14. -ffilse (IX) $r*t S^b 
-fb^ (VIII) OhHo#i/»SrlMBI«t=S3ft 


[ 0 1 2 1 ] h va^'^m^immz^m^imzm 

xrJ'y. mi^i\:Mm<DXo^d:J^'ayymt^mm; 
xf-/Px— f/l', j/'-f yrohVPx— r;K rh^tF 
o79y, i^yf^^y. $/*;>< h^y-x^y, i^xf-vy 
/•J a-;Pi;;<^;Ux-r;Wc7)J: o ^x— r;l^ : T-fe 
hy, 2-y^yycoxd^j:^hym:t^ii^J^TiV. 

[0122] iiiia^mi-2.^t4. <?ilx.tf , ^ ^'y 

x;^*:i;U^'o'J b\ p- h;l/xy;^;l^*::i;W^n 'J K 

nyy-fl:«[fa : ^dfJ^ft^US. 

•fl^ : X(4^^;W h V ^^V V~^J^ ( V I I ) J; 3 

[ 0 1 2 3 ] t h'odf >'«^fliiSiaticji$-fri.i^(cffi 
mtf. friEAai^Aiigtcfcv^T 

y) T*!.. 

[ 0 1 2 4 ] h Yui^l^mi:mmz^m^m.(rilsL 

mm^Zl'>XWj:hi)K -5 0-CBS2 0 0'C 
(ifjilCtt, -1 O'CTbSl 5 0*0 
[ 0 1 2 5 ] t Hodf i^SJ I!e!i«(c5J}^§-ti-Sl^c^R 

24lSf^ (SfJiWi, 3 O^ralT^jMl 2Btia) T'*>S, 

[0126] mm^'ik%\tfhmsz^mfih-^-mi 
mmx. ^y^xi^'y^^mm.z^^^mxzm^^ 

[0127] mmk^im\tth^^zm^^tih^%\t 
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[0128] mm^'m'fc^hW-.'nKmmt. w^a 

0*CJ!;£2 0 0X; 1 0*CJbSl 5 0 

[0129] jii«liSi&«^§^^b-rSISg<^Ri5il#^ti, HIEf 

hi)K 51^, 1 5:»-^:njS2 41^13 (ijjatitt, soi)- 

SBMl 2Btra) -CS)!.. 
[0 130]||B3Igt4, HS5C(XI) 
-^SriSt-rSIS-CJ)')^ ^Stt^il*. -fb^ ( I 
X) $r. lgac7)#ftT. -ffit^ (X) Sr^rtS-fb^k 

[0131] ±iS^tffiffl$n«.^JStt^*IEli:, *R 

{f, i;x^;Ux— r^W. v-f vrohVl/X-f-;W. rb 
7bHD77y, vjJ-^^fy. v'^h^S^x^y, v^x 
f-uy^^U 3-/l'i^;>{f-7l'X-r;l'<?DJ: d^rx— f;l' 
a;;^^'y-;P, x^'y-;!/, n-rnw-yk 
T-oAV-zi/. n-7'^'y-;i^. 'fVT'yy-yk t- 
r9y-)V, >f VT5;i'r;P3-;i'. vxf-i^y^un 
-;k ^"J-fe'Jy. ^^^^/-tV. x^'oA.;^f-t/- 

5 H . i^'^ f-;W5^;PA 7 5 h\ ^ ;^ ^/1^7-fe h 7 5 
'^^■^f J^^;H» yi!b U 7 5 b'cOJ: 0 ^7 5 h'ilS ; * : 

7$ K) T'3iS. 

[0132] ±simi\,zm^tih^mt. mm. m 

leASmA 1 Igtcfcv^tfigffl^til. t sot |SI«=Sr t<7) 
3axi47;i'*';^JS7;W3=¥i^KS (St^aicti, 7k 

[0133] ^mm^t. wm.-^m. iss. ^i^c^a 

JS^Ciot^^S**. -7 8r7!»Ml oor 

[0134] Ki5B#^t4, wmt-^^. ^m. mm<m 
m. m^fsm^zxwMK w^. 1 5^m?MA 
sB^ra imz^i. 3o^ra;f^si 21^?^) x-hh. 

[0135]||B4lSt4. HR3!C(XI I) S^TfS 

(XI ) SrlgStRJC^-ti:, x;^r;uaS:;!?;l'--K=^i^S 
icjDTK^i-flltl. i t tc J: Olf *>it2. . 
[0136] ±ieR«lCi$ffl§^ll.^ffittimt4. *R 

tf. '^^■i^-y. 'sr^'y. 'J/o-fy, siix-f^i^co 
J:a=5rlill»]K^{bk^lEI;<y-tfy. h;Uxy. :^rvU 
yc7)J:3'5r^#^Mk7K5^«; i^'x^/t-x-r;!-, =M 
Vrut^/WX— f;K ■rN7tHo79y, 

y, ifyiv^i'x.j^y. 'Jx^vyy^)o-)Vi;}<i-}V 
x—f;i/<7)J:d=5:x-f;HlS: -x^y-yi', x^'y- 
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[0 1 373 iMmmi^zmm^timmt ix^i. mi 
, friBA&m A 1 iscfc \>^xmm$ti&h<7)tm 

[0138] Rffiffljgts. mmit-^m. jss. ^m^os 

S#l=J:'3-CS=5rS*^. il^, -2 0-C7!?M2 0 0'C 

[01393 RBB#K(4, mmt-^. iSM. mmm 

m. R/SfflJ^^fcJ; OM'SrI.**. ilS. 3 0t>i-^:n;Ml 
2 0lSfS (ffSSai, HBfiajiSSOi^lS!) TS^S. 
[0 1 403 ^6 5XM±, -jK^ (XIV) 
-fk-^ftSrS^at-r^XgT'J) 0 . it-^ ( X I n <^;<;;W 

Ksm^i.^a-cS)'). -ft^ (X II ) I-. T^mm 
(XIII) ^^tiit-^t»jm^^t^tizx 

[01413 -fk^lt ( X I I ) 5: i-'TU -fimir=JV 

tf. ^^^y. ^T^y. U^n-fy, 5?Sx-r;K^ 

^^'y. 1. 2-x^'onx^'y, nW(^(r>i,oti: 
)\x:i'fy\^\t^W^\ i^'x^;l^x—f;l/, i^'-fVrn 

hdfi^x^'y. i^'x^^y^^U3-;i^i^>f-;Px-r/P 
c7) J; ^ ^x-x;^ffl ; mtA^JS,t^Z\m!nm^^m: 

y-tfy) X'hl. 

[01421 ^■^m (XII) * j^'rywHRKTi^'K 

IS Affill A 1 Iglcfc V ffiffl $ ixl. t i: I5l«=6: i> <0 
jg t {4 , hV xf-;ur 5 y ) fj) I. , 

[0 1 4 33 ft^it (XII) ii^rv-ii^mr'Jv 
ma^tms^'^tdk. ^t-^^ (XIII) tm.m 
^■\timzm^tii^mmmi. ^mizT^^m: 

(XII) ^i^TV-iummT'jmmi^tRHSi^'^h 


[0144] -fC^!!^ (VII) ii^TV-l\^m^Ti^}^ 

mi^tm^^m<7)Rjmmmit'm (xi i 
I ) tm^-ti^><7)Rmmki,iz. mmit^. <s 
mmrimmmzii^xm^M^. o'cj!jS2 

OO'C (»3ia4, 2 0X:;!;S1 5 0-C) X'hh, 

[0145] it-^ (VII) s-v'TU-zPfiSirrj^'H 

lS^*tRt5§•^^:2.^oR^siaJg^t^/<l:^!t?5 (x 1 1 
I ) bRts^-t^^Mm'^f^ti>i>z. jKr4-ft;^ft. s 
mm(r>m.. Rmmm^zx *)m^t<. as. i 

5 ^i-IUBS 2 4 1^181 ( »5iKt4. 3 OtJMBITbS 1 2 1$ 

la) xhi. 

(0 146] mseigii. (XV) sr^rr&fl: 

^^»)i-tl.XS-C'^^ 0 . -(H-^itlJ (XIV) OxXt 
Jl'i:m:t^ZbizX*)n^j:htL. ^pStt^ii*. -fb^ 
!ft (XIV) Sr387aWtRI5§€*it{cJ:0ffi?a 

[01471 jjeRistfieffl$n*'FStt«iii4, *k 

li. ^^-fy. "^rfy. D/n^y, HBJftx-r-'l'O 
J:^^llite;^-fbKf^li;'<y-k>. h;wxy, ^Sfi/l^ 
y<^ J: d ^s^mmc^m. ^ on*;WA . 5/^ nn 
)^9y. 1, 2-i^'^Dnx:J'y. EiS-fl:J)J*0 J: 3=5: 
^Noyy-ft^'fbJcfllS ; i/x^;l.x-T;l'. xMVTD 
tf;px-f;K T-h5tHo75y. v':t^-*?-y^ v''^ 
hdfi/x^y. i;x-fi/y^?''ja-;Ui^';<f-;Wx-T;l' 
c7)j;9:5rx-f;MS: ^^'/-^l'. x^j'y-;!/, n-7" 

i/x^^y/U3-;i^, ru-feijy. 

ri-;L^l/x-x;wa«7)a-^^g«IE (etiffJitcli. x 
J -iVmr h 7 h H n 7 5 y )X'hh. 

[01481 mjm\zm^%ixhmm\b \.x\t. m 

BiiaASfemAlIgT*fflV^^,<t|,t<0i:IM«=5rt) 

*«{i:*'>S'J^'>i>.) T-*>i.. 

[0149] ^immt. wm^. wm. wm 

m<m\z^'>xwMK as. -78'cbmi5ox; 

(iifjiCW, -2 0*C;!;S5 0'C) t'3il.. 

[01501 Rj5i^t4. wm^. mm. wm 
SIS, m^mm^iz^ "^wmk 5^^;^S4 

8B#ia(»att4, 3 0^^7^S2 4B#^) T'S)!.. 
[0151imB7Ig{4. -jS5»;(XVI ) Sr*tl. 
^k^^KJi^SIgf ft 0 , -fb-^l*) ( XV ) 
RfB$-ti^. jj-^-^-VU Vymz^Wrh z b izi 'om 

[01521 ±si^i>zm^ti^T-mmmi. *r 
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i-Vy^^J a-)Wyjii-fUX'-T)U<DX a^x-r^U 
rnAV-;k n /-;k V:?';J'y-;k t- 

m±7\iX^i±MmmM^mm-ch*) . ffjitcti. x- 
[0153] ±iERi5t:fliffl$*iSJa«i: ttti. mi 

[0154] Rimmi. . mmm 

mmiiZ i: o -cMiar 1.*^ as . - 7 srj^js i o o 'c 

(ifiitti. -5 0-C7!>M5 0°C) -Cftl.. 

[0155] p:i5B$^«. ni^^i:-^. ^jssc^a 

[ 0 1 5 6 ] IIB 8Ig«, fl:-^ (II) s-iSii-ti. 

xmx'h^. ^t-^m (xv i ) c7)-0R6atcij{t^h 

<0#4T, HRjC (XVI I ) S-Wr-S.'fk^fcRlE? 

[0 1 57] -fb^ft (XVI) co-on^mizmit. 

[0158] it^m (XVI ) <7)-OR5a{CiJ(tl.t 
Kodf i^S^^fiiSSS-l^t^^. it-^ {XV I I) 

^^y. ^r^y. U^^n-^y, S^ftx— f;KOJ;5'5: 

1, 2-i^<^'Qux9v^nW(M%<ni.o-fii^u 
yyit^-fbkSli : i^'x^;|/x— r;P, y^fVT-oU;!^ 
X— f/K 7'h9tHD79ys 'M^^y. V:^Y^ 
x/x^y. v'xf-ixy^^>;3-;U>''^^;Px-T;l'iOj; 
o'fcx-r/^Jg; 7-fehy. 2-:r^ jy<r>i.ots:'rV 

r-bhTSH, ^^■9-;<f->'P'Jy^MJr5Hc7)J;9^ 


[0159] it^ ( XV I ) <0-OR8||t=fctt* t 

Ko^f ^K;*L^^fi. it-^m (XVII) 

^.ztt^T^. nmizii, ^mr^ymimhimiz 

[0 1 60] -(H-^ (XVI ) <0-OR6S{CfcttSt 
Ho^v-S^OftaSSrl^Li^:^. -ft^ (XVI I ) 

(nmm^z)^->xmtsiht^^. as, -5 0'cbm2oo 
x: (»5Hci4. - 1 o*c:j!;2i 5 o*c) xhh. 

[0161] -fb^ ( XV I ) <7)-OR5S{:fc{tl.fc 
h'ndfi/«<oesaa5rl^*L3tf*, -(t^ (XVI I ) 

MS, 1 5^^:njS2 4lBf^ (»at={4, 3 04)-^S 

1 2B$K) T'S)S. 

[0162] KiCi^Tf*, ^JMX-'^hixrz ^mc^% 
t4SS{c<^->T, Ki£rta^*^4>«3iX$iiS. flaj;t{f, 

mm.^m-^i^m\^^ic^h z t ^zx-^xni^tih , 
mtie^f^jis, tm.'mmmmizm^ii 

L, JH3J'Sr?§fS^JTl§aj-ri.ClfcKJ:o-CiJ-«i, 

[0163] Cffi{4, f^BAfficOJ^k^-CibS'fl:^ 
( I I ) iCfcV^T, 3lf^vgtttt:-Cj)'3, n1fi27M6 

(Timx'hh-m. ( 1 1 a) 

[0 164] 

[fl:i9i 

[ 0 1 6 5 ] Xti { I I b ) 
[0 166] 
[^b2 0] 

r' 


[0167] [iiSs^:*, R'at^R3{4, lir^tTttcT) 
tliSaSr^U, m(4, 0JbS4c7)Sii(S:^f . ] 

[0168] 
[€2 1] 


(6 2) )0 3- 267936 (P2003-26793 6A) 


0 . o 

a' 

RWC0,C^+=»CH, i!jr«rP 
(XVni) CHX) (XXa) 


(XXb) 


(XX.) 


(XXa) 
R*^Cr-4^0 

CXXO 


gc4 ca Ho-'^^f^^^^O"" ^^^^^ 


(XXII) 


cxxm) 

=N^OR" 


(XXiV) 


.,0R" 


i-NH 

cr (xj 


(XXV) 


(xxvo 


[0169] j^tf. R' , R3«aVmti, Wll&Ltz 

3--><f-;U'v^>';w. 4-;<f-;i^=^>';i'. 5-p{f-;i^ 

A.dfx;i'. 1 -7"oU;i/y^;i^. 4. 4->''^f-;i''<.>- 

^yw, 3-;<f-;U'vTf-;w, 4-;<-?-;p'^r^;i^. 5- 
^f-;u^rf-;P, 6-^f-/P'srf-;P> i-rntr/i^ 

y-;!'. 3-;^^/W:t^^;k 4-^^;W3r^^ 
5-^f•/^Jr^'■f;^, 6-x^;i':t^'f-/i'. 1-7" 
ntryP^dfx/l/, 2-x-f;U^rf-;P. 6. 6-i^';<^ 
;WA.7°f-;l'. Ti^;W. l -^f-;py-yi^. 3-;<-f-;wy 
8-y-?-;l/y-;U, 3-X'f-;W:t:?''^yl'. 3. 7 
7, 7-v^;><f-;u^^f-;w, '^v 
T^i/-;!^. 4, 8->'';^f-;l-y-;l', Kri^/l^s hUrv- 
/P. xh^Ti^/l', '<y:J'Tv';k 3. 7. 1 l-hU 
^f-;UHTv->k ^^-ffl^ll: 4, 8. 12-h'jy 
■f-^UMJ-f^-yk 1 -;>{f-;P'^:^^'Tv;K 14-yf- 
;k'>?.y^'r>';l/. 13, 1 3 -S^'y^-'l'f-b^Tx/k 

J; d ^j:mmxmm(7)mWi l JbM 2 O r;w^ 


SSi') SrS^t. PhW. 7x-;paS^^^. 
[0 170]|gClIg{i. HKie (XXa) Xti (X 
Xb ) ^Sii-ri.xm'S)'). -ffii5^ (XV I I I) S: 

Xti^N^T. y>'N--Hf<0^?aTt:, -HS^ (XIX) 

[0171] ±mj!^i^i5^^xmm^titT-'ismu 

vx^u>'/i;a-;i^i^*p<^;px-r^wc7)j:a^x 
-t;H® ; ^=¥-9->. '^r:?y. U^'n^y. :5?*x- 

A, j/^'nu;<^>', 1, 2->''^'nnx^'>-. Qig^b 

x-x/Mi (ftt)jaFJi{ctt. i^'>f yroe;ux— f/u) 

[0172] ±ieRi5{cfe(r^Tfieffl§ix-& r ijy>?_4:'j 

<^ifiWihif> ifi U<(i:, Pseudoraonas sp., Pseudom 
onasf luorescens^ Pseudoionas cepacia, Chromobacter 
ium viscosuiD, Aspergillusniger^ Aspergillus oryza 
e. Candida antarctica, Candida cylindracea. Candid 
a lipolytica, Candida rugosas Candida utilis, Peni 
cilliun roqueforti, Rhizopus arrhizus^ Rhizopus de 
lemar, Rhizopus javanicus^ Rhizoiucor miehei^ Rhiz 


opus niveus, Humicola lanuginosa, Mucor javanicus 
Mucor miehei Thennus aquaticus Thermus flavus The 
rnus thennophilus^^huKin pancreas, hog pancrea 

Ss porcine pancreas, wheat germ^JfecOU-''?— fe'TS) 

X'^^. WitMMIiZii^ Pseudomonas sp.^mM'itLfz 
i><^ (Mtiii. immobilized lipase from PSeudononas 
sp. (TOY(ffiOtt) )X'hh. 

[0173] Rmm^i. MiEHk^, 'J A--- b\ mi 

(iifstcti, o'cjbm.4 0'C)X'hh. 

[0 1 7 4]mmmi. iKm^t-^m. u^-- fe\ mm 

SI 5 omm mrnizii. s oiimns.24msi) t$> 

[0175] mtim^. ^Rimmit-^ (xx 

a) xti (xxb ) immizm-^xEm.^mi}^^mL 
^ti^. mii>i. T-mim^i-hm^i,zi,i. ^mzx 

[0176] %f>tirzBmmii£Wj:(>ii. mi 
L> mmrnmx-miii-thziiizX'yxm. 

hZbt^X'th. 

[0 177imC2XS«. HR^(XXI) Sr^-fS 

it-^miWk-t&xmx'h*). T^mmu'^. mitmco 
-fb^ti (xxa) <r>riva-)\/U^iT)VT^ 
Y\,zmtrh z. b ^zx omhiii . 

[0 178] ±iBRlEl=fcv^t:if=5r*><t&K^t;RCti. 
5^'yat/^oAK&fflV^Tffi5*Ll.CollinslSfl: ; «{|: 

Ifi5ni.pcci?^t: ; Jg^M^i/y4', z^nj^m^*) v 

:i':7A(PDC)S:fflv^TtT;bill.PDCK-(b : &t^i-uy 
mti':^~>i'. m^xjuyVfU. m^tyf^^Oii'. 

(DMS0)SrfflV^TiT^3ill), Swerni!'fb<7)J:'5^, DMSOK 

^yi:m^xnhtii-mt-7y:ffymit^j:i:imiif?> 

Zbi}^X'^. mzli. ^itJ^i-Uy'iiX'nhtit. PC 
CK-fbX(±SwerniS-fbT'S)l). 

[01791 RjcMi, mm^t-^m. Mim. mm 


(S3))03-267936 ( P 2 0 0 3- 2 6 7 9 3 6 A) 


aui, - 1 o'C7^M3 or) x'hh. 
[0180] Rmmi. mMt^m. mm. mM<^ 
mi. Rf5mmizx*)m^j:hifi. m^. i o^mnm 

4 88$^ (imi^Zlt. 3 0tS-|S7^52 4B#^) X'hl. 

[0181] mmik. :^mcosmt-^m ( xx 

I ) iimiz^-oXRm.^i}^^wiR^tit. mi 
{f. mimumm^mi-hu^j^mx'^mi. T^m 
m<^t^^i>ziiiTMzj:m^ik. ^(Dttmm 
m^i^bmmx.i'/\^cr>xo^j:Mmi^j:\^^mmmM 
I. mit^i^tiwmi^mi. m^icmi-hv 
n^A, mykmt7y^-=^^j^mx'^mk. mmmt 
hzbizx-oxni^tL^, nwzsmni.. m^£h 

T^H, Wmt^Zbi}<X'^l. 
[ 0 1 8 2 ] sxmii. -m: (XX I II ) SrW 

£0??ftT, -fk^li (XXI) cor;urt Ht, -ffiij^i 
(XXII ) ^^i-i>it-m^K!!ti^Mi>zbi,zx*)n 

[0183] ±iBRJEfc:*5V^-c«ffl$tia^iSttlt« 

lis ^RlEt^vStt'Sr iiOT'S)n{f#(cll^{±§n'5rV^ 

ig-fLK^, i^-pauji^fy^ ^faaKy-^y^ i^^uu 

•r^K i'M yrohVI/X-r/k rb5tKn7^y, 
i/^ hdrS'X^'i^. *;xf-l/y^^ya-;l^ 

$x^f-;^x-T;^cO<i: o^rx— r/l^S ; *;pjur5 h\ 

Si"?. MWi, x-f-;HS («iiffafc:tis •r>9t 

[0184] ±ieRiBfctev^-c<Slffl§til.igati> W;l 

If. fJieAffi^AlIS^^^3V^Tffiffl§^^l.i>^oi:[Hla 

[01851 RJEEia^ti, llf4^t-^il, ^x*x^i.iM 
8 0rBS10 0'C (IMKti, -20*C:n)M50*C) 

[01861 Kmmi. mt-^^. t^xts~^Ai^ 
ffi^m. urn. mmm^mzx-^xm^MK mn. 

1 O^^TMASmi (fiTSCli, 3 0i»-|gjb51 21^ 

Ra) t'$)i.o 

[0187] K)!E*ITf^, *MJS5«0@Wfb-&^i ( XX I 

I I ) i.t'^m^z^->xR'm^ti'hm.^tih. mi 


[0 188] mntzsm^i. im^^i^a. sa. m 

[0189]»C4IS«, HK^(XXIV) S:*^ 

m.T. -ft^if* (XXI 1 1 ) ^mi^mt^^itizx 
[0190] ±simizt5\,^xmm^tLhT-'ismm 

mmmt^mm; ><i-i'y'!'^*J\^. :?nn*;WA, EH 

r;k i^M V7"ntVl/X-f-;K r-hy^zVoyyy. 
Vit^^y. V}^v^>':xiify. 'jau^vyy^}^-)V 
S^^-f/Px-r/l'CJ^Jco^x-T^Mi : ^rJ'y-;!^. x 

[01911 ±ssKmzii\^x^^fih^m^t. mt 
tf, frieA^Aiigfc*5v^ri^fflS<i«.t)<ofcisii» 

[0192] mimt. mmt-^. mmm. 
^^^zx'owMK m^. -2 0'c:r^^2oox:T 

Q'cm.5 0'c)X'hh. 
[0193] mmL-^. Jsa. wskm. 

[0194] miwrm. ^Km<nm^-^ ( xx i 
V) itim.^m.'iXKm.-^m-^hmi^ixh. mi 

Kmmmmx'^mL. -^miti^mcrfh^ 
\,z\,irmzi.mtAk. ^<r)ttmmL^M^mm:r. 

^ts^m ii^mL. *7kKi^-^ v')^j^. ii7j<ffii?v 
y^^i^^mx-mmt. mmm^thzti.zX'ixn 

[0195] nt^tiftntm^i. 'm^j:h\,i. im. m 
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fflt, mw£mm\x'mmi>^b^zi.'>x'i}m. 

[ 0 1 9 6 ] IgC SISti. -m^ ( XXV ) ^#t^ 
^b-^SrSijif I.IS-C'$>0. ^vitt^fSJ*. -ft^ 

( XX I V) ^^mts.m^. j^'yatcR 
s-r.!.^ t izx y)mhti. *xsi4, friBBsmB 7 

xmbWimi<z'mhtii. 

[ 0 1 9 7 ] HC 6Igt4. HRsSi (XXV I ) SrWr 

§fl:^S:iBt^siST*>o, ^sittissi*. mm 

o#4T. -fl:^ (XXV) s-fli-^ (XXVI) iz^ 
mthzb^zi:y)mhtii, 
[0198] ±imi$nzi5\,n f^m^ tihr^ismn 

It. ^mizT^^m:ii(r)Tf>tiim{zm^ii^ti^j:^^ 
i)K mm. ^^"fy. ^r^y. v^v^y. 5^ftx 
-T/i'Coxo^j:mmmmt^^:'<y-^y. h)ux 

y. ^i^uyff)X5^j:^mmt^m: i^nvt^fU 
A, S/^no^rJ-y, 1. 2-i^'^nnx^'y, H^Sfl: 

xMVT'ot^/Wx-x/W, •rh7tHn77>'> 

^f-/Px-r;K7)J:3^x—f;PJI; ;<^'y-;i/. x^' 
y-;K n-ya/w-JV^ -fvrovv-yk, n-y 

;wr;l'3-/U. yxf-^y^/UnwK :/'J-fe'Jy. ^t" 

iHgrnt/P, ifB!:r-f-;i., Ki!j;x^;PoJ:a5:x:^ 

Ttm : X«±IBi§^i7)ig-&?SI«T'ft 0 . mzli^ X 

[0199] ±teK*B{wfcV^tffifflStl*S7^Jt4. » 

mfm7m.mizmmtiii>cox'hiiim^zm^ii 

^ y-^trJi^^yj^mMnsonm^). >'^'7i^''>A-e^K 

[0200] BMi. ItCISStS^rV il« 1 1 

Of^&X-nhtl^. 

[0201 1 K^eas^i. K^-fi:^, jiTcsij, mu<D 
mmizx <omhi}^. m^. - 2 orjbs 1 0 or 
amizit. o'cjbmso'c) Thi. 
[02021 Rmm^i. JMfMt^^. mmi. mn<D 
mi. mmmizx'om^j:^^)^. m-^. 5^mTjm.4: 
am^ (tmiizii. 3 0ta-ia;^M3 6i^^) thi, 

[02031 Km^Jik. (XXV 

I ) ii^miz^-yx^fm^t^hmL^tii'. mt 
ii. fmi^y^izx^mii^. ^(Dttwmm\mAib 
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[0204] i^htifzmmii. *^=5r4.tf , ^m. M 
[ 0 2 0 5 ] mc Tisii. -fb-^ ( 1 1 a ) imm" 

tXUTh*). ^t-^ (XXVI ) lCtJitl.R"S*<t 

fs. T^mmm. ^aco#«T. -fb-^i* (xv 1 1 > 
[02063 ±mmz)i\^x t vo^i^mmmmi 

,0H" »D 1 liB 


[02071 MmttHztiX^Xit^ ( XV I I ) 

i5$*&^rffi{s. ^i^neB^B8IS^:R«^^^fi?^^ 

[0208] tt:. -fb-^ (XXa) (TiKh'OiZit-^ 
(XXb) Srfflv^t, ±ISCaSgC2~C7lS5rtT3 
ihtJ: -fb^il* (lib) Sri8ii-ri.::i:*i-C'# 

[02091 Dffitt. flJiecatCfeV^'CiSilSf'fk^-C* 

s-ft^ ( XX 1 1) i&i?jil-a^rj£-Cifes. 

[02 10] 
[^t2 2l 


cxxvn) 


ran), 


[0 2 11] R»i. m, wawi, tsastnit) 

[02i2]?gDiigt±, ^i:-^(xxi I) iwm 
tixuTh*). ^mm^p. ~m (xxv 1 1 ) 

[02131 ±siKmzm^tihT-mmmi. *r 

^Jit)»Sl^-(b*^a : h/l'Xy. '^y-b'y. dfi^pyo 

^^'x^/Px— r/l'. v'-f vrot/l^x-r/W. rh^t 

y/i; ri-;l/>''^^;ux-f;W^0J: o^x— r;Mif $> 
0. Mlcti, 5?SS6^^bl<^« (StSfatti. ^y 

[0214] sjiBfflgw, mt-^. mmcommi^z 

i-ptS^:^*^ - 5 0°c;i;S2 0 OX: (JfStC 
[02151 RlBl^ti. is#fb^> ffifflSni.J§« 
M9 6li*^(ifjiai. 1 5^J-S7bS4 81^) TS) 

[02161 Kmi\k. Sfi^j'fb-^ ( XX 1 1 ) {iiif 
W18ib-^o^j-Si^lStcitffl$n-cv^i,^r», 

77>f-ffi; -t7rT-y:J';^LH-2 0 (7t;P-?>'7 

ttSJ) s ry>'>'-9'f hXAD-1 1 (o-A-ryH 
• yN->^aig) . ^^^A"f3fyHP-2o (^b^ 


w 


ck3^!a*^fflv^f^*iW7A:7ovhi/57^- 
(.im<z\.i. ^a?gfi|5^'n-7bi/^7-f-rj)S. ) $■ 

asia-^. mmmmm^'th^t^zi.-iX'h 

fit. »S!!-rS^i:*«-C#&, 
[ 0 2 1 7 ] M^^-fb^il?!! (I I I) , (V). (VI 

I) . (X) , (XIII). (XVI I ) . (XVI 

II) , ( X I X) (XXV I I ) (i, 'kWi^. 'k 

m-mx\i^fi\mmjdmz^->x^^\iz^'^ 

flh. imt\t. J. Org. Chem.. 64. 8220 (1999)^] 

mmi. ^kM. US4. 117, 1 18#4^^, E 
PI 84. 16 2-^^^18. us 3. 9 2 9, 9 9 2-f-^ 
$8. EP94. 63 2-^<i^^(^^Ba58-6 2 1 52 
^'kWl > US5, 9 1 2. 253^^^, EP60 
0, 7 6 2-^^18, Int.J.Iinmunophariiiacol. vol. 21 (5) 
349-358 (1999). EP6 2 6, 3 8 5-f-^?8 (#1^3 
07 6 7 24^i;rfBX(i*ffl!^m5, 4 9 3, 019 
^km.) . WO9 3/04 6 8 0-t^fg (EP64 2. 
5 16-t4:?«) . EP4 14, 632-^4:ff8. W097 
/I 108 0-f-^IS, Bioorg.Med.CheBi.Lett.vol.9(2), 
227-232(1999). US3. 888. 84 3^^18. US 

3, 056. 785#4:f«, EP281, 7 1 3-f ^« 
(US4, 753, 935-tiSrf8) . EPl 3376-f- 

'm (#^©6 2-7261 A^kWL^iM S 4 . 2 8 

4, 7 8 6^^18) . W0 9 7/4 0 0 28^^18. F 
R2, 727. 628-^^, W09 3/2 2 2 8 6-t 
'Sm (!^2 9 283 8 5^^$S. EP60 1 191^ 
^f8X{iUS5. 37 1. 2 2 5-^^irfS) . EP5 6 
9. 912#^?B(!^Pa¥6-3 2 784-t^) . # 
M¥2-49778^^^. US4. 720. 506^ 


(66) )03-267936 ( P 2 0 0 3 -2 6 7 9 3 6 A) 


US2, 396, 145^i>fg. W097/23 
4 5 7^^18. US 3. 0 18, 3 0 2-ti5:f8, US 

2, 5 1 2. 5 7 2-t^f8, US 5. 9 6 5. 7 0 9-f 
^fB, Drugs vol. 61(2), 253-60 (2001). EP6 1 

3. 9 4 4-f^$B. J. Pharm. Sci.. vol. 84(12), 148 
8-1489 (1995). Arthritis-Rheun. Vol. 37 (9), Suppl., 

S295, (1994). Transplant, June vol.55, 1320-1327 
(1993). Blood, Dec 1, vol. 92(11), 4066-4071 (1998) 

[0218] :^m<^-^ ( I ) i^-th^y-^ym 

( I ) i:^t^y'^ymit-^. ^(D^mm^^ti 
{£<. mifzft3Simmt:^L. ^^ttxuhvh- 

^^\mm. Hsm^k&m. Wegenerl^l^®. ^ 
t'pMife. m^mm^i. Goodpasturdfil^. -f 

"at,, m^. 'C^jBas. :mm.m.m. >mm^m 

y d e n h a mH^^, ^#MlaE. figA^ISS 
/kxttJFife. GVHD. «.aiIiS^tit'<^Jg«»^. «MS 

[02 1 93 ^%^R<r>-m, ( I ) i^'Th'^y-^ym 

^. mm. immtm^L. mm. mi. nr^ 

)m. mm. mmL<^ii^xi'yy^\m^zxmm 
xt<tmmm t < \,immz j: htmumzm--i-h:L 

[02201 iix<i,coiOT«. mm mm. ?L«f. 

v^^x3-a^^Tyry. i^aryyy. 


mcriv^ yw?y^y-^^<oi.o^jmsm»w m 
mmt:minzbi3'T^t, ) . m.m (mm. 7. 

TTUym. XTT^}yW.^)V=y-^j>.. :^TTVym^ 
^^'y^M.(OXo^j:X'rT0ym^m^; : 

m ; Ti/'t^ yil ; m& h U ':^A<^ J: 3 WSm. : 
3-;U : : 'J '^'A ; D Ln-f 

y ; mm& V U -^AJg : 9'^ U )Vm.-f h U 7 

^■km-fh^bifX'%h. ) . ^^S'J(M;t{f. b Ko 

s. ) . mm. mms.'tYu^'yrMv 

l/)V:^^)V^}VU'-Xt))Vl^-^h.. nmS^iDVif-^l^ 
;Mf-;H:/l/0-X:h h >J •^2>.<r)i.^ts:-^A'U-xwm 
^\ij)Vff^^l/lV:^'i-)\'X^-^. i])Vif>^^i/)\/:^'f-}V 
xif-^-thU^M.. m^Tt(Vh'-)i'\^aV ]^ycoXo 

^j:it^mtss^tit:Tyyy ■ "tjuu-xm^mf^zt 
9J'-}V. <yVA'7)\'-3-)V. 7xxywxf-;i/r;i^3 

x%h.) . m!^m^ mm. -a- 
m<. mm. mfm-kmfhz.tm'th. ) , 

[ 0 2 2 1 1 * ^. fr^cOi^^iOSf i OSS^^tiSiJ^^r 

c: t * wcj> 0 . ^tvfpJL . K^fcSJtPS'JS'j t . fria- 
§tii.is. ^<T)y.x'f)vmf^<^mmm'^i.'o-f-j:h^ 

[02221 wmmiL. wm^^iimi\zm\,zm^ 

izii^t^ Z b hX^ t. miz&^l^j:< X hmtif.: 
m^iyfrrcov. ^ti^ti<7)mimM^j:mii5\>^X 

m^Lxmi-hzbhv^h, 


(S7))03-267936 ( P 2 0 0 3 - 2 6 7 9 3 6 A) 


[ 0 2 2 3 ] BP*>, ^WMZt5UX . Wimizmtht 

[0224] *^BBt jsv^t , mmiu^^xm iz^^ 
fc m^s-ytzmizm^izmx'^ trnj^m 

( I ) ^*-r^'^y-fe>s^t^!|ij, •?■olga±fF^§i^ 

mptMmimm^-L. <x\'^x\ mhixmmz. 
fria-«i^ ( I ) ^^?><y-^ymit^. ^ff)vm 

5S;»cR5i7)±ie2^i^c7)igsijc7)^-^[SIPgtt. BSffc±X« 

[0225] fia<0#^c7)|Sf J; 0SS?$ixSi!'^=5r< b i 
pco^fcJSEWSiJffJi:. m-jK^ ( I ) i^l<y-^ 

mcrilimx'^^ixt, 

[0226] mm-m, ( i ) t-w-tso-tf^s^k-^ 

■^izli. IHISO 1BTR80. 0 5mg 5 
mg) . ±^2 0 0mg (if^tCli, 4 0mg) » 

lEiO IBTRBO. Olmg 
(ifjiUi. Img) . OOmg (Mcl±. 1 

0ms) ^MziiiLx. iBM'oin^emmmzj^ 

txtk^-rtiibtmtL^K 

[0 2 27] tfz. :^m<7)\mmmcom^»x'h 

05»ftil>^!'-=5r< b h--:>coit-^mbco&^&co 

itmi>. tfz. :k.miz^h'o 0 mm. m.'m 
mmb. fffiHR^ ( I ) i^ut-m. ^(mm±. 

'J'^^j:< bi>--^<r>it-^mb(r>tk^-S.itmi. m&itx\ 
1 : 5 0 07^25 0 0 : l<05EHrtT'J) 0^1.. 
[0228] 


immm] mz. mmmmwikmimL. :^m^ 
mzmmizwmthti<. :^m<^miii^ix^izm^t 

10 2291 mmmi 

(2R) -75^-4- [4- (4->-^'DA.df>'A5}- 
drv-l-yf-x/U) 7x-;H -2-^f-/l'7'^'>'- 

1 -:^~Jl' 

(HSI^Jla) (2R) -t-7'hJfi/;<?;l';K-;Pr5 
y - 3 - n -^^fy A /P^^v- 2 f-;l^- 1 -T 

2 - 1 -7'^^^/;&;^)^<-;^T$ y- 2 -;<f-;i/- 1 , 
3-rn>'Syv3r--'^20.0 g (97.4 mmoDSri^'f V7"n 
t:;wx— r;l'200 inlct>{::^jSt> n-^^^yWd=^)Vx. 
XT/H6.3 ml (0.10 moD&t^i;-''?— b'dmiiiobilized I 
ipase from Pseudomonas sp. (TOYOBO; 0.67U/iiig)) 0.8 

gSrjDx. gia-c2ii#^L<j?i#L^v:. mw.iwm 

;^7A^'o-7h:/7 7-l-()«ai^iS5: 'v^^f:^ : WW. 
x^;l.= l 0 : 1-2 : DlCJ: OffilSLT. SiB-fk-^ 
!|l!25.0 g (85 Di^mMb LXWz. 

[0230] n^tXtl (2R) -t-yhdfi^^;l/d<x 
S y - 3 - n -'sdfHf/.^ ;i/7j-df i^- 2 

l-7-DAV-/Wi, i)-«fffl5e^vSttHPLC;*7i. (Chir 
alCel OF(^^><-fe;l'), (0.46 cm x 25 cm) . ^{ti^JSE; 
n-^^-tfy: 2-rn>'NV-;l'=70:30. SS$;0.5 
ml/min) T'Tt^ttiKS:^ Lst , 

[023 1] t<0 (8.2ii-) *i2Sfli:, 

*^4>jSaJSii6tO (10.5:«-) j!i<2R»fS)"9, ::<nUSSi 
{Ci5{tl.5KmKti:85 3:ee-CS)S::fc^lOL^, 
(aj^s -8.5 (c 1.86, CHCI3) 
Wm.^ky^'^^W (400mz. CDCU) ^ppm : 4.86 
(s. IH), 4.25 (d, IH.J = 11.2 Ife). 4.19 (d. IH, J 
= 11.2 Hz), 3.86 (brs, IH), 3.70-3.55 (m, 2H). 2.3 
6 (t, 2H, J = 7.4 Hz), 1.68-1.58 (m, 2H), 1.44 (s, 

9H), 1.40-1.30(m. 4H). 1.25 (s, 3H), 0.90 (t, 3H, 

J = 7.0 Hz) 

■ii:9\'W^X^^V)V)ymKCM-^ (Liquid Film) : 3415, 
3380, 2961, 2935, 2874, 1721, 1505, 1458, 1392, 1 

368, 1293. 1248, 1168, 1076 

-^XX^C' V)V (FAB) m/z : 304((M+H)*), 
[0232] immih) (2R) -t-rh=^v;^ 

)Vif^=.)VT 5 / - 3 - n -^^^y^ fV^^ '^-2-J< 
1 -rovN'-f-yP 

mmm i a x-n^^tifz (2R)-t-yh^ ^-^t^/prif- 
;i^r 5 y - 3 - n -^^^y ^ )Vt^i^- 2 -y 

1 -rn>''«y-;P30.7 g (0.10 moI)^Jg^k.X^Wy600 
mUzmmL. ^V^j.y-'y-'^Ak 220 gEtX/i^it 
^nAKtryy-'>A43.6 g (0.20 mol)Sr*J^TJD 
^ffM. mSiT2mimLlZ. »5JR1&x-t;W 


> : itS?x^;l.= 1 0 : 1-5 : DtCj: OfiKLT, 

mmit^m2&.s & (95 %)t:mmmtixnt:, 

^jg^JtqiX'^^' (400MHz. CDCI3 ) dppa : 9.45 
(s, IH), 5.26 (brs. IH), 4.44 (d. IH. J = 11.2 H 
z). 4.32 (d, IH, J = 11.2 Hz), 2.32 (t, 2H, J= 7.6 

Hz). 1.70-1.55 (m, 2H), 1.45 (s. 9H). 1.38 (s. 3 
H). 1.40-1.25 (ni,4H), 0.90 (t, 3H. J = 7.0 Hz) 
#i'h®lRA'<.i5' h/Pi'inax cm-' (Liquid Film) : 3367, 

2961. 2935, 2874, 1742. 1707, 1509. 1458. 1392, 1 
369, 1290, 1274. 1254. 1166. 1100, 1078 
■?XX^^ (FAB) m/z : 302((M+H)*). 

[0233] (^Sfi^Jlc) (2R) -t-rh^i/X^ 
;P;K-;l/7 S / - 1 - n -^^^y^ 2 
f-;l'-4- (4-'<>'i^';l/:t^v7x-;i/) -3-:/r 

f h9t Ho7^y(350 ml){=, Hfllfijl bT-^/i>iX7t 

(2R) -t-7■^^i^;^^;^*:-;^T5y-3-n-'^ 

^■9-y-f;U:t^i^-2-;<^;l'-l-7'D>'N°i--;l/ 17. 
59 g (58. 4 mmol ) RLf^m 1 •C#4>it5tig-fb ( 4 - 

43.34 g (87.6 miol) iMt. ^Z(,Zt-':fh^i^:^ 
U-^A 9.82 g (87.5 mmol) 2rSS#Hf\T. ^i^Tta 

f^^y^ -mmm '^^■ty/i^x^;i.= 2 0 : 

1-5 : DiZX'OmmiX. ^it-^ 19.16 g(68J:) 

mmSci.^'^X^i' h)U (400MHz, CDCI3 ) Sppa : 0.83- 
0.95 (m, 3H). 1.21-1.68 (m. 18H), 2.27-2.35 (m, 2 
H). 4.08-4.33 (m, 2H), 4.71, 4.82 (brs, ftlH), 5.0 
6 (s. 2H). 5. 61-, 6.13 (d, fHH, J = 12.8, 16.0 H 
z). 6.44. 6.54 (d.lflH, J = 16.0. 12.8 Hz), 6.91 
(d. 2H, J = 8.4 Hz), 7.18-7.46 (m, 7H). 
[02341 {mn.m 1 d ) 4 - ( 4 -Kyi^Jl-^^i^ 

2 3 - -/f-y- 1 

m^m 1 c x-n^iifz ( 2 r ) - t-yh^>'A)i'^^- 

;l^7 5 y - 1 - n -^4f jVTt-^ - 2 f-ZW- 
4- (4-^yv';i^3i-#s^7x-;i<') -s-yrv 19. 
16 g (39.8 mmol)Srf-h9t (100 ml). ^ 

(100 mi)ic}§fil$-t, *J^T. i«S*i?-fl: 

i-hU^yj^ymiR (120 mOSrjDt, *J^T1 O^i". ^ 
-f : ^^■9-:^/»igx^;i/= 1 0 : 1 ~ 


(68))03-267936 (P2003-267936A) 

1 : DiZi^ommVX. m^it-^ 15.24 g (1002) S: 

miSK^:!^^f'hJV' (400WZ, CDCI3) ^ppm : 1.28 
(s, 6H), 1.35, 1.42 (s, lt3H), 1.45 (s, 4H). 3.57- 
3.80 (n, 2H). 4.71, 4.90 (brs. ftlH). 5.06.5.07(s. 
H-2H), 5.65, 6.12 (d, ItlH, J = 12.4, 16.0 Hz), 
6.46, 6.59 (d.itlH. J = 16.0, 12.4 Hz), 6.88-6.95 
(m, 3H). 7.18 (d. IH. J = 8.8 Hz). 7.26-7.50 (m. 5 
H). 

[02351 (UteWle) (4R)-(2-(4-^ 
yi^)V:^^ l^y X -)V ) Xf--;H - 4 -^i-)V:^^-f 

v^)'jy-2-i[y 

mm 1 d x-nhixtz 4 - ( 4 -^yviv:^^ 1^7 x- 

)V) -(2R)-t-7'b=^fJ^;&;>^x;l/75y-2-^ 
f-;l'-3-7"ry-l-:t-;P 15.24 g (39.7nimol)^ 
fVv^Yuyyy (250 ml) l;^M$-ti:, t-fV 
^i^:^V^J^ 6.69 g (59.6 mmol)^*|#Tan;c, MM 

I. B^Kxf-;l^TlftajL. Pi?x^;pji5rt&fa:fei^7K-C' 
mi^Uz. mm:r.^)\^nt:MymMi-hO^-UX'm^ 

^-mmm ■. '\^-9-y/s^S!x^;i.= 5 : 1 

-1 : 2)Cj:'3»iJt-C. SEft-^ 10.74 g (87%) 

: im^^mx^fh)V (400MHz, CDCI3) Sppta : 1.50. 
! 1.55 (s. lt3H). 4.05,4.16 (d, ff-lH, J = 8.0 Hz), 

4.23. 4.25 (d. fflH. J = 8.0 Hz), 5.06, 5.07 (s, 
|f2H), 5.42, 5.71 (brs. IHH), 5.64, 6.09 (d. Itl 
H, J = 12.0, 15.6Hz), 6.54, 6.57 (d, IflH. J = 15. 
6. 12.0 Hz). 6.90-7.00 (m, 2H), 7.08 (d, IH, J = 
8.4 Hz). 7.28-7.50 (m. 6H), 
[0236J (mmi-f) (4R) -(2-(4-hK 
I odf ^-7 x r:;Wxf-;H - 4 -^f-zl/Jt^-ffV; l^y- 
2—^y 

Wm\ ^X-^hM: (4R) -(2- {A-^yV)V 
Tj-^ri^yx-ZP) XTa;H-4-y^/l'3j-^-ty';^' 
y- 2 -Jj-y 10.74 g (34.7 mmol) S-rb5tKo7 
vy (200 %X)-m:^^J-)V (200 ml)tc?ifl?§-li:. 1 
3.21 i^m. tK^H^T. 

h^77 -f -(Jiai^§« : ^^■9-y/»iSx^;l.= 1 : 

2-mm>7i.)\,zx ofifisfc. mxc^ e.so % (89 

!i!)S:#^c, 

ISJS^ftlll;^^^' h;l- (400MHz, DMSO-dfi ) ^ppm : 1.2 
5 (s. 3H). 1.65-1.73 (m, 2H). 2.37-2.60 (m. 2H), 
3.94 (d, IH, J = 8.4 Hz), 4.11 (d. IH, J = 8.4 H 
{ z), 6.66 (d, 2H, J = 8.4 Hz). 6.99 (d, 2H, J = 8.4 
Hz), 7.79 (s, 1H),9.14 (s, IH) 
-^XX^^ VlV (EI) b/z : 221 {W). 


[0237] (mmis) (4R)-[2-(4-h 

mtmi fvnwz (4r) -(2-(4-t ho^j^ 

7x-;l-)xf-;l.] -4 -^^^yl^jf^-rVJ 2 
y 2.01 g (9.08 iiimol)S-il^b;<f-Uy (50 ml) izM 
m^it. hUx^yPTSy 1.95 ml (14.0 mmol)^ jD;t 
3t, TkJ^T. *E7|<M)7;W3j-o^^'yx;U7j^yi^ 2.25 

ml (13.7 mmoDSraiTL. mTmik. mmmf^T. 

^^1^y/i^Kxf•;^=3 : l-l : 2)izX*)mi 
X. mViit-^m 1.62 g {5n)t:%rz. 
W&Si,^mx^^ (400MHz, CDCI3 ) (^ppm : 1.45 
(s, 3H). 1.87-1.95 (m,2H), 2.64-2.80 (m. a), 4.13 
(d. IH. J = 8.4 Hz), 4.23 (d, IH, J = 8.4 Hz). 5.3 
5(brs, IH), 7.20-7.30 (m, 4H), 
[02381 mtmih) (4R) -(2-(4-(4 
-l/f^a^^i^Jl^:^^:^- 1 -7"f--;U) 7i-;W] X 

mmiux-nhixtz (4r) - [2- (4-h';7;i^ 

y^'i-)Vif^^V^}Vy-2-^> 642 mg (1.82mmol)& 
X/^^m2X'nioiXtzA-l^9r3^^>')i'it^i^- 1 - 
~/i-y 864 mg(5.68 mmol)5:i^'^^;^rf->;^JUTS H (10 
ml)lC«l»§-U:. M>Xf-;l^rSy 2.60 ml (18.6 mmo 

1), Vi^uu\LX {V^}yx~)V-!tixy ^y) nyV'^ 

h. 130ing (0.19 mmol) . i 3-flJI( I ) 37 mg (0.19 mmo 
l)^jD;t. M«#H^T8 0-C-C'8B#rajSJf Uc. KJE 
?K*7Ktc<btt, »Kxf-;l.ftt{iJL. PiSx^;HS:IS 
fDAS7]<T'a?tl.fc. PSx-f-;HSril*KS?-^h';'> 

^'u-? h:/97 < -(jsajjgji : ^^^y /^mx-'^iv 

= 5 : 1~1 : l){=J:0»18t-C, SE^t^ife 276 mg 

(43%)S'#f^, 

l^^ftHlX^^' ^;^ (400MHz, CDCI3) (?ppm : 1.15- 
1.40 (m, 5H). 1.41 (s.3H). 1.48-1.60 (m. IH), 1.70 
-1.79 (m, 2H), 1.80-1.95 (m, 4H), 2.66 (t,2H, J = 
7.2 Hz), 2.58-2.73 (m, 2H), 3.28-3.35 (m. IH), 3.6 
6 (t, 2H, J =7.2 Hz), 4.07 (d, IH, J = 8.4 Hz). 4. 
18 (d, IH. J = 8.4 Hz). 5.30 (brs.lH), 7.09 (d. 2 
H. J = 8.4 Hz), 7.33 (d. 2H, J = 8.4 Hz) 
*J'l-®lRX'<^b;Pv.a, cm-» (Liquid Film) : 3275. 
2931, 2857. 1753, 1510, 1451, 1395, 1103, 1043. 9 
40. 828, 770 

-^XX^^ h/t- (FAB) m/z : 356 (M+H)*. 
[0239] (^iiWli) (2R)-rS/-4- 
[4- {A-^y9u^^\/}Vi!^l/-\--7^-1\r) y 


(8 9) )03-2 67936 (P2003-267936A) 

x-;H -2-;^f-;i/7':J'y-l 
HSfeWlh-C^W.: (4R) -(2-(4-(4-v^' 
uf^ii\/}Vi(^l^- 1 -rf-a/P) 7x-;W] xf-;H 
-4-;<f-;P:t^'^y'Ji^'y-2-:ty 256 mg (0.72 
mmol)$:Th7t HD77y J-)V (2 m 

(2 ml) SrjDX>t:. 1 OO'CTl 1 5i^^8imi&, 1« 

%m.\Y& y y ^^.^mmit^t . m^^vyx-m, 

y^~miiimn:m-it^i-uy/^^y'-fu=2 5: 
1 ~ 1 0 : 1 '^mt:<i-\^y/y^ ^ y-)V/ry't-r 

*= 1 0 : 1 : 0 . 1 ){Zi. mmLX . Wmt-^^ 11 

3«g m)mtz, 

^$m^^^%X^i;Y)V (400MHz, CDCI3) ^ppm : 1.15 
(s, 3H), 1.13-1.38 (m,5H), 1.50-1.58 (m, IH), 1.60 
; -1.80 (■, 4H), 1.86-1.96 (m, 2H), 2.11 (brs, 3H), 
; 2.66 (t. 2H. J = 7.2 Hz), 2.58-2.68 (m, 2H), 3.26- 
3.36 (m. IH), 3.35 (d. IH, J = 10.4Hz), 3.40 (d, 1 
H, J = 10.4 Hz), 3.66 (t. 2H, J = 7.2Hz). 7.11 (d. 
2H. J = 8.4 Hz). 7.31 (d. 2H. J = 8.4 Hz) 
m\'mLX^9V)Vu^^^ cm-i (KBr) : 3332, 3266 , 3 
122, 2932, 2859, 2737,1912, 1613, 1512. 1454. 136 
4, 1294. 1106, 1062. 950, 923. 820 
: VXX'^^ yjV (FAB) m/z : 330 (M+H)*. 

[0240] ^SIM2 
I (2R) -TSy-4-(4- (5-7x::^;l^'^yh- 

, i-<x;u) 7xx;^•)-2-;<f■;^:/^y-l-:t>- 
;^ 

. (H*6^J2a) (4R) - {2- [4- (5-7x-;l^ 

; ^yv--i-4-)V) 7x-;u] xf-;w> -A-^i-)V 
1 •^^T/^)i^y-2-^y 

mmisx-nhtitz (4r) - [2- (4-h';7;w 

i[\n)t.-^yX)Vt-=.)V^^i^yx=-)V)J~^)V\-A- 
>i^m^^V^}Vy-2-ty 648 mg (1.83mmol), 
! ^m3X''^htlfz5-yj^=~)V- 1 -^yf-y 804 m 
g (5.57 mmol). ~J9UU\zX ( Ml 7x-;l/*X7 -f 
y) m mg (O.I8 mo\)i5i:lfB'^im 

I ( I) 71 mg (0.37 m»l)^N, N-y>-?-;l'*;Wi.r 
(18ml)tc!g5St. hUxf-zl^r^y 2.60 ml (18. 
. 7 mo\) m^t. M^#K^T, 8 0'CX'2V^im.nL 

fz, mm^zmsmTy^-^j^:^M^isatxmsi 

*i3j;lXg^x^;l.^ijDi.. SST'SO^^a 
n U . i^Kx^;|/-Cll6 tii L , SKx^;H 2: J; Vfe 

^^77-f-(?faiJ§^i:i^S?xf-;I^/^df^ty=3 : 2) 
tiO»SSt-C. 637 Bg^'fl, ti^JRmiH 

PLC;<?7X>(TSK-GEL ODS-SOTs 
(2. 0cmX25cm).mV-m^aijii9E:r 
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■fehrihU;l^/*=6 0/4 0. aSS: 9m 1/m i 
n)X'n^lX. WMiit-^m 290 mg (46%) Sr'#/i, 
:BE5Bf»«l!|;^'<^' b^K 400MHz. CDCI3 ) ^ppm : 7.34 
(d. 2H, J = 8.2 Hz), 7.32-7.18 (m. 5H), 7.10 (d. 2 

H. J = 8.1 Hz), 5.09 (br s, IH), 4.18 (d, J= 8.9 H 
z), 4.08 (d, IH, J = 8.9 Hz), 2.79 (t, 2H, J = 7.8 

Hz), 2.73-2.60(m, 2H), 2.42 (t, 2H, J = 7.0 Hz), 

I. 96-1.85 (m, 4H), 1.41 (s. 3H). 
-^X^^^ V)V (FAB) m/z : 348 (M+H)*. 

[024 13 (IIJa[W2b) (2R)-rS/-4- 
(4- l^^--? 3.~)V'^V\'~\-^-)\') 7x-;H- 

2-;<f-;Wy-i-:t-;i^ i^j^'^Ktg 

lli60"J2a-mf><lit (4R) - {2-(4- (5-7 
-/I/) 7i-;l/]Xf-;l^} -4- 
^^)Vis^^V^)Vy-2-i!y 283 mg (0. 82niiiiol) 5r 
xh5tHn77y (3.2 ml)fc.?<:J'y-;W (1.6ml)<?) 
S^>Klc^)»L, (1.4 ml)tJj:t;f*iS'fk;<rU'>A 53 
1 mg (8.15 ma\)^nx.. 5 BfaJP^jiSSUc. J^ffl 

leSE : f-V 1 0 0 / 1) t J: 0 » 

l^tT. (2R) -75/-4-[4- (5-7x-;l' 
^-/l') 7x-;H-2-yf-;W7':5'y- 

1 -tT-ZI- 244 mg {m^'^Z. ''^loilfz^m^ 65 m 
g (0.20 mmoDSr^^'y-;!/ (2 mDtC^^L. i^^'^it 

19 mg (0.20 mK)l)!&aD;fC. WMT^S ^'^mh 

81 mg (97%)S:^/c. 
W^^%^^^ h/l' (400MHz, CDsO)) 8 ppi : 7.32 
-7.14 (m. 9H), 3.62 (d, IH, J = 11.4 Hz), 3.53 
(d, IH, J = 11.4 Hz), 2.77 (t, 2H, J = 7.5 Hz), 2. 
73-2.60 (b, 2H), 2.38 (t, 2H, J = 7.2 Hz), 1.99-1. 
81 (m. 4H), 1.33(s,3H). 

#J'HRIR;^^^' cm-i (KBr) : 3396 . 3220 , 3 

025, 2937. 2559. 1720.1701, 1618, 1541, 1510. 145 
5, 1403, 1280, 1205, 1068. 845. 820. 746. 721, 69 
9. 502. 

-^XX^^ h;l/ (FAB* ) m/z : 322 (M+H)* 

TiM%^<$. (C22H27N0 • C2H2O4 LT%) 

itfl:fi:C : 70.05. H : 7.10 . N : 3.40 
^Sl€: C : 70.01, H : 7.14 . N : 3.52. 
[0 24 2] HSfiWB 

(2R) -T5/-4-(4- (5-5/^'nA.df>';l^ 

(^lffe«?113a) (4R) - {2- [4- (5-J^^'0'\ 
^\/)V^vy-\-A-iV) 7i-;H xf-;u> -4- 


UteWUg-C-^Aj^T-^c (4R) - [2- (4-hU7;l' 
^u:^^ VX)Viii-)Vil!^ ) x^/l- ] - 4 - 
=5f-ty'Ji^'y- 2-^^332 mg (0.94 mmol)S.tX##^J 

X. llitl?>J2at|3imcRj5$-fr. fiS-fk-^ 112 mg 

(34%)&'#7t, 

;^aE^i^p,|;?./<;? (400MHz, CDCl3)^ppm : 7.32 
(2H, d, J=8.2 Hz). 7.09(2H. d. J=8.2 Hz). 5.27 (1 

H, brs). 4.18 (IH. d. J=8.5 Hz).4.07 (IH. d.J=8.5 
Hz), 2.58-2.72 (2H, m), 2.37 (2H, t, J=7.2 Hz), 1. 
83-1.95 (2H, m), 1.54-1. 76 (7H. m). 1.41 (3H. s). 

I. 08-1.38 (6H, m), 0.88-0.96 (21, n) 
VXX^^h;KFAB) m/z: 354 (M+H)*. 

[0243] (^M«3b) (2R) -757-4- 
[4- i,5-\/^'0^^}/)V^V\-~\-A-)V) 7x 
-M - 2 -;'{^;W7'^ y- 1 

a^x-nhitfz (4R) - {2- [4- (s-i^ 

^^u^^l/iv^yY-l-A-iv) 7x-;Hxf-;i^) 
-4-yf-/k3f^1?-yiJ>'>-2-3ry 97 mg(0.27 mm 
ol)^•fflV^•C, ||jt0lJ2btPI«CRjC§-fr, mL'lt^ 

54 mg (60%)S:'#/t. 
Mfi^^m.X^^' h;l/ (400MHz, CD3OD) ^ppm : 7.24 
(2H. d, J=8.2 Hz), 7.14 (2H, d, J=8.2 Hz), 3.40 (1 
H, d, J=10.9 Hz), 3.36 (IH. d, J=10.9 Hz), 2.55-2. 
68 (2H, m), 2.35 (2H. t, J=7.0 Hz). 1.54-1.80 (9H, 
m), 1.15-1.40 (6H, m), 1.10 (3H, s). 0.86-0.98 (2 
H. m) 

immLX^'?\-)V cm-i (KBr): 3333. 3267. 3 
150. 2924, 2850, 1614,1511, 1447. 1380. 1367, 129 
7, 1058, 920, 818. 
[02441 nam 

(2R) -T57-2-^f-/W-4- {4-(3-(4- 
;<^;P7xydfi^)-l-7-nl^x;W7x:i/k> ^^y 
- 1 

##W5T'#f>n7t3- (4-y^7W7x:i;Ujj-=^^^) 
-l-rot'ySrfflv^T, llififiJli:|3]«|fcRJC$-^. 
m/k.^ 133 mg (30.0J:)S:#^c. 

eas^ft'is;^'^^' ^;^ (4oomz. ocij) ^ppm : 1.13 

(s. 3H), 1.50-1.80 (m,5H), 2.30 (s, 3H), 2.63 (t, 
2H. J = 8.8 Hz), 3.32 (d. IH, J = 10.4Hz),3.38 (d. 

IH. J = 10.4 Hz). 4.87 (s. 2H). 6.93 (d. 2H. J = 
8.4 Hz). 7.11(d, 2H, J = 8.4 Hz), 7.14 (d, 2H, J = 

8.0 Hz), 7.35 (d, 2H. J = 8.0 Hz)#i'KRIRX'<.^ h 
;l/t/.„ cm-i (KBr) : 3334 , 3270, 3126, 2921. 2235. 

1610,1584, 1510. 1452, 1378, 1294. 1262, 1232. 12 
14, 1178, 1061, 1020, 818,810. 511 

h;KFAB) m/z : 324 (M+H)*. 

[O24 5]||»0!|5 

(2R) -7*5 7-2-.X^;l'-4- U-(3-(3- 
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^m7-CnWc3- (3-^^;U7xy=3fi^) -1 

-fb^^ 72 mg (12.0Z)S:'#/c. 

<^?K^fl|X^^ b;K 400MHz, CDCI3) ?PPiD : 1.14 

(s. 3H), 1.60-1.80 (1I.2H), 2.15(brs. 3H). 2.34 (s. 

3H), 2.63 (t, 2H, J = 8.8 Hz). 3.35 (d, IH, J = 1 
0.4 Hz), 3.40 (d, IH, J = 10.4 Hz), 4.88 (s, 2H), 
6.78-6.86 (m. 3H). 7.13 (d. 2H, J » 8.0 Hz). 7.16- 
7.24 (m. IH), 7.35 (d, 2H. J = 8.0 Hz) 
#?h®lRX'<i?h;Pi/„„ cri (KBr) : 3342 . 3281, 3 
165. 2924, 2226, 1918.1608, 1583, 1510, 1489. 145 
4, 1376, 1291, 1256, 1155, 1045. 913, 847, 822, 77 
0, 689. 546, 445 

hJl- (FAB) m/z : 324 (M+H)* . 

[0 24 6]|lifi^j6 

(2R) -r5/-4- {4-(3-(4-i^^'P'V^j^ 
;i^7xy^i/)-l-7-pt-;l^)7x-;H -2-.xf- 
;W7":?y-i-:t-;w 

->) -i-7°oey^fflv%T, mmmtnmzm^ 

mL-^ft 98 mg {ii.m^ntz. 

400MHz. CDCI3) d ppm : 1.14 
(s, 3H), 1.16-1.44 (m. 5H), 1.60-1.78 (m, 3H), 1. 
78-1.91 (m, 4H), 2.06 (brs, 3H), 2.40-2.50 (m, 1 
H), 2.64 (t, 2H. J = 8.4 Hz), 3.35 (d, IH, J = 10. 
4 Hz). 3.40 (d. IH, J = 10.4 Hz). 4.87 (s. 2f). 6. 

95 (d. 2H. J = 8.4 Hz), 7.13 (d, 2H, J =8.0 Hz), 
7.14 (d, 2H. J = 8.4 Hz). 7.35 (d, 2H, J = 8.0 Hz) 
^^m^X^^f h)Vy^^r cr' (KBr) : 3345, 3277, 2 
925. 2851, 2228, 1608.1582. 1510. 1449. 1375. 123 
9. 1179. 1027, 824, 542 

•7XX^9 V)V (FAB) n/z : 392 (M+H)* . 
[0247] ##0IJ1 

mt (4 -Kyl/)V:^^i^Kyi;}V) V 'J 7x-;l'*.X 

Ky-^y (75 m\)\<zmm^^fi4:-^yi^)V:^^>'^y 
V)V ^'dUH 24.92g (0.107 m>\)\,Z. hU7x-;W 
tsXy-fy 28.09 g (0.107 ^DiMl. M^#fflS\ 
T, 1 0 0-C-C-l 9. 5^^M#Uc. mimm. K 

sciti^io. mw^-^ 50.93 g momti. 

^JK5^ft1|X'<.^h;K 400MHz, DMSO-de) 5ppm: 5.05 

(s. 2H). 5.14 (d. 2H.J = 15.2 Hz). 6.85-6.95 (m. 
4H). 7.28-7.48 («. 5H), 7.60-7.80 (n. 12H). 7.83-7. 

96 (m. 3H), 

[0 248] ##CT2 
4-i^^'n'sdf>'/>^^i^- 1 -T'f-y 
(##0112 a) 


il*iB-fb^f-^>'950m 1 IC, i^^'o^df-9-yy32m 1 
(O.Slt/U) , 1. 3-7'nyN*yi;3r-;U33.5inl (0. 
46tyL') . 5r;PhrKM;xf-/l/51.5m 1 (0.31t 
/I') , tg'(bj/';l'a:i'>A1.44g (6.185 'Jt;P) SrJD 

»KS?^t;-^hU'>iN7K^?Sl.5LS:aD;c, ie^t:^f-^ 

hU;<f-l'>' ^r^'-;i,26.8g (55%) S:'#fc, 
[0 24 9] Th7h Kn75y500m UC.^jSL!t*S 

-fbi'';war:'>A24.9g (o.ii^:;p) t:. ^m^mom-t 

hU'>i.20.5g (0.54S'J^;P) S:, M«3?H§\T, «9> 
hiXtzi^^U^^^yy h*)A^)V jr^-M6.98 

(O.ll^;^) iisttTh'^tYv7^ymm\mmt: 

mmwm^T. *?^T?rFL, mrmm. sis-c—fi 

^f#L;^:, *?#T, *0iJL^>:2«^©i^OOm 1 ^JB 
it, Sjt5S:«i|T§ii:, rh7t Hp77>'5:j^TS 

;HSrfifift:fe«7KTl5fc?tt^, S^S?x^;l.jiS-te*m 

'J;&y;u^nvh^^77>f- (^JliigSI ; '^^^'tv : » 
i|x^;l/=10 : 1~5 : 2) t^ctO^KL, 3-i/^ 
nA.4f-i^;k:t^j^rnvW- 1 -:t-M3.4g (78%) 

[0250]' (##fla|2b) A-i^i'xn^^i^)V:^^i^ 
-1. 1 -i^'7'o^:7"T- 1 -xy 
##0IJ2 a t-^^it^^ 3 -i^^'0^^i';^:t^i^7'0>'^• 
y-l-3^~M1.5g (72.95 ut;!/) ^^itjti-\^y 
240m 1 tCjgjSS-li:, *J^T. tU^f A9-i^-7'4 A5 
8g. iS-ft;i?oixi!tr>;xX'>i.23.8g (O.ll^/l-) ^ 

sa;t . mmmm^T. i i^ia4 o rJi-gjtf it: . acistc 

^•xX^/l/X-T/l^-CW^, rfffiS:-^;b-t, MffT^ 
«Sr@*L^>:o ^S^SSrJ/'J;<?y;W^'DThi5^57-f- 

(>§tii?S« ; ^^-fy : i^gtx^;l/= 2 0: 1 ~ 1 0 : 

1 ) l,zX*)'mmi, ffl3-J^^o^dt-v';Wjfdfj/7*D 
^^Ti-yTfl'f^ H8.60gS-'#7t:. 

[025 1 ] ia«-fl:^^36.5g (O.ll^r^W) ^-tts^it 
.Xf-l/'>120m 1 M>7x-;P*X7-r y57.7g 

(0.22^/1^) 5-irtfJS^k^^W>-120m 1 Sr^^#H^ 

iCliZ^ '#Wcm3->';7PA.df3/;i,j}-dfJ^7-Qf:t 

yr;kft H8.60g^-&tjJS{b-><-?-wy90m 1 

tz. mmi&t^'f-i^yx'^^i. mmi^m^m 
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m% ; ^^-9-^ : mW.:^^)V= 1 0 0 : 1~3 3 : 1 ) 

7'o^:/T-l-xyi2.6g (55%. 2IS) tr'^J"^. 
[0252] (##0ij2c) 4-v^'U'^^v;^:t^>- 
^^fLJt4 -y^' o'v4rS/';t^:t=^i/'- 1 . 1 --Jfu^ 
T'r-l-xyia.eg (40.4S»J^;W) Sr-^tfxN^t 
HP77>'130mU2. ^^#H^T, -7 8°C-C. 
1. 5^^ n-yf-^I^U^-^A 'Sdf ■9-yJi?S54m 1 

(81.05 u^;p) imrLMLfz. mrmtk. 

X— r;H5rSaiP:ftig*-C8fcvtL./c<. vxf-;i/X-r;P 

'^^Ify : PS!Xf-;U= 10 0: 1~5 0 : 1) iZ^'O 

h;K 400MHz. CDCI3) ^ppm: 1.13-1.36 (1. 5 
H), 1.48-1. 58(in, IH), 1.67-1.81 (m, 2H), 1.85-1.95 
(m, 2H), 1.97 (t, IH, J=2.8 Hz), 2. 45 (dt, 2H, J= 
2.8, 7.2 Hz). 3.23-3.32 (IH, m), 3.59 (t, 2H, J=7. 

2 liz)'7:i.X^i'hJV (EI) m/z: 153 (M + H)\ 
[0253] ##^3 

j/'^^;W*;l^AT$ F 12 0ml iZ^M^^z 1 -y 
0^-3-7x-;W7"UA-y 7 5. 2g (0. 38m 
ol)^, 18% wt. •:^h'J'!7A r-bf-UKO^r 
>'Uy/$^>5;l':t-<;l^^S?S 1 1 5m 1 

m^m^ ■ 's='f-9-y/i^ffixf-;U= l O O : 0~ l o 
0:1) tCJ:Ofil»Lt. 8iie^l:^36.7g (67%) i 
Wz. 

mS^^y^'^i' F^l' (400MHz. CDCI3) ^PPn: 1.81- 
1.89 (m, 2H), 1.99 (t.lH. J=2.8 Hz), 2.21 (dt, 2H, 
J= 2.8, 7.6 Hz), 2.74 (t, 2H, J=7.6 Hz). 7.16-7.2 

3 (m. 3H). 7.26-7.32 (m. 2H) 

mmA 

l-3-H-3->'^'o'\^i/yP7'oy?y5:fflv^t. # 

^stnmzKm^^. mmc-^^ntz, 

WSiSiM%:^''<9 V)V (400MHz. CDCI3) ^ppin: 0.75-1. 
38 (m. 13H). 1.48-1.59(in. 2H). 1.94 (t, IH. J=2.8 
Hz), 2.16 (dt. 2H, J= 2.8. 7.2 Hz) 
(EI) m/z: 150 (M*), 


[0 2 54] ##W5 

3- (4-;<f-;l/7x-;W^=sf>') -1-7*0 try 
p-^'i^y-MO.og (92.55 ';*;w) , 2-raty 

-l-;f-/P5.46m 1 (92.55 U^:;W) . V^}y3.~)V 
it^Xy^y2A3& (92.55U*/P) Srf-K5th'077 

ymrti\{zm^L.m^T.TV'J^)Vif^yn VX. 

i-)V:iiXTiV\(>.U (92.55 y^yp) ^Mt. SiST'l 

smmmuz. mmimmkLfz^. ^^^yioa 

m 1 &l^i?x^/l.20m 1 SrJa;t, ^^Lfzim.i¥^ 

5-y^/av-y;<?y;u:</7Ai7nvh^^77-f- m^m 

m ; ^^^y : ifS?X^yU= 1:0) ttffiSIU. gffi 
'fl:-^W.54g (71%) Srtt^c. 
:K88Si;^X'<^' (400MHz. (3)Cl3) ^ppb: 2.29 
(s. 3H), 2.50 (t, IH. J=2.4 Hz), 4.67 (d, 2H, J=2. 

4 Hz). 6.88 (d. 2H, J=8.4 Hz). 7.10 (d. 2H. J=8.4 
Hz) 

'?XX^^V)V (EI) m/z: 146 (M»). 
[025 5]##fi^j6 

3- (4-i^:5'D'^.^v;i^7x-;w>r^x) -i-ro 

4- i^^'n'\^'>/U7xy-;us,tX3-7"f-y- 1 

mtz. 

mSiS^^X^^ V)V {m^z, CDC13)5ppiii: 1.17-1. 
46(m, 5H), 1.65-1.90(m,5H), 2.39-2.50(ia. IH). 2.51 
(t. IH, J=2.4Hz), 4.66(d,2H. J=2.4Hz) 
•7XX^^V)V (EI) m/z: 214 (M*). 

[0256] mmi 

3- {3-?^^)Vy3:~)Vit^i^) - 1 -7*Oh'y 

3 -;<t^P7x y-;i/&y^3 -7'^y- 1 -i:-)Vim 

\ . mm 5 b mk^zms^^. nm.-^mnt: . 

1SK^H^'<:5'h;K 400MHz. CDCl3)5ppm: 7.16-7. 
22(1H. m). 6.77-6.84(3H. m), 4.68(2H. d. J=2.4 H 
z). 2.51(1H. t, J=2.4Hz), 2.34(3H, s) 
-^XX^^YjI (EI) m/z: 146 (M*). 
[0257] M®!W1 

5 7 hHvGR (Host versus Graft Reaction) iC^tf •5W 

( 1 ) 2i^^i7)7.y h [Lewis m. 6jii&. 0*^^r- 
)VX ■ y>N'-1*jt^tt) fcWKAH/HkB (at, 7ji!i&B*X 
XX;Wi/-«c5e^tt) ] SrffifflL^. lSf5E(?)57h 

( 2 ) mRCOmM 

WKAH/Hkm5 -/ htfziilewis^ -y h(Ommi}^^f^MmM 
i:mil. RPMI1640ttifi (LIFE TECHNOLOGIES) flxlOS 

m/tammzf^mifz. Lewis^-y hcom^m&M&T 

tC, WKAH/Hkin7 -y h tfziileMis'^ -y h<r>WWMM&i& 

jgo.i ml mmmLtbxuw) imitz. 

( 3 ) 
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5mi/kgm-^x\ 1 B 1 0, mmmmmB:f}^io4B 

m.BX'y-yhlZ^nik^lt^. ^*J. (Lewis 

fl'SrV ^Lewis^ y b ) iZii. ib^(7>Rh *) i,ZO. 5% h 9 
( 4 ) HvGRlC^tSjfpSlJfgttcoaSS:^ 

:mmm^. :^ftm<r)^t^mmtifcnmzm-m 
io260]mim2 

Ti^^j-^yhmw^^izni-^mfi'is^<r>m& 

( 1 ) TxayNVbcOiaS 

Mycobacteriun butyricui«05EilSr8Eil)>'''77 -f ^1=2 n 

( 2 ) it-m<7)mm 

xhyifymizmstt^mmit:. 

( 3 ) T'ja.j-^yhmwsmtm 

±iB ( 1 ) TPS Ucr i^'jLAVhO.OS mlSr^-y h 

(iiSLewism) (o^&m&mzmif^. k^h. 

[02621 

im<mW:] :^m<r)-m^ ( i ) t:^i-h<y-^y 


#ffl*Opopl iteal U >'A'S5M*^'c>|S)^P«73¥%Popl i 
teal'jy^N-gSfiMS:?!!' ( rHvGRtJ:l>popl ileal !;y 
>'^*fiiia»J ) , «B^COT% rHvGRtCiSpoplitealU 

y^N'SSMj i<zm-Ut^mk^m<r>^Mmcr) rHvGRt 
J:?,popiiteai y y^N-ffliMj i}>(>m\mi:%iiilfz, 

•c, TieS2t^-t. 

[0259] 
[«2] 

UvGR IDggffi (ig/kg) 

0. 05 

(4)-fb^!|*lOSl4 

±iB ( 2 ) TPiSL^^fc^^ 7 >y b<0f<sfilkg3 OSml 

<0|iJ^t-ri^'ayN'yhftltB*^A>lBlllI, 21BSaHi^ 

Sf) fcJiI/^Ti^'aA-yh^aitL^v^SfWiO.S Xhy 

/fyvmitk^-it:, 

mtk^i amz:^m(mm^:mmMmmxmm 
mimt Lti. nmmmi^mmimizmiit-^i 

[026 1] 
[^3] 

0. 0208 


yayh^-i^coW,^ 


(51) Int. ci. 7 i«SiJiB# Fi (##) 

A6 1P 7/00 A6 1P 7/00 

7/06 7/06 

9/00 9/00 

9/10 9/10 

9/12 9/12 

11/00 11/00 


(^4))03-267936 (P2003-267936A) 


11/06 
13/12 
17/00 
17/06 
19/02 
21/00 
25/00 
29/00 

1 0 1 

31/10 
31/12 
35/00 
37/02 
37/06 
37/08 
C0 7C 217/52 
217/62 
//C0 7M 7:00 


11/06 
13/12 
17/00 
17/06 
19/02 
21/00 
25/00 
29/00 

1 0 1 

31/10 

31/12 

35/00 

37/02 

37/06 

37/08 
C 0 7 C 217/52 
217/ffi 
C0 7M 7:00 


mmm^ * F^'-A(##) 4C206 AA02 M03 FAOS KAOI MAOI 

i^^art ZA45 ZA51 ZA59 ZA66 ZA68 

ZA75 ZA81 ZA89 ZA94 ZA96 
ZA97 ZB07 ZB08 ZBll ZB13 
ZB15 ZB26 ZB33 ZB35 ZC35 
4H006 AAOl AB20 BJ20 BJ50 BNIO 
BP30 BU36 


